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chain bonds : 
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ACCESSION NUMBER: 200S:S27407 CAPLUS 

DOCUMENT NUMBER: 143:59982 

TITLE: Preparation of HIV protease Inhibitors, in particular 

iiBidasolidine derivatives 

INVEIITOR(S): Flentge, Charles A.» Chen, Rui-Jui Degoey, David A.f 

Flosi, tfillian J.t Gcaapavnik. David a.i Buang, Peggy 
P.I Keiq>f, Dale J.i Klein, Larry L.i Krueger, Allan 
C.I Madigan, Darold L.i Randolph, John T.i Sun, 
Hinghuaf Yeung, Ming C.i Zhao, Chen 

PATEMT ASSIGNEE (S) : USA 

SOURCE: U.S. Pat. Appl. Publ., 287 pp. 

CODEN: USXXOO 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. 



KINO 

DATE 



APPLICATICM NO. 


DATE 

US 200S131042 


Al 


20OSO616 


US 2003- 

73391S 


20031211 

VO 200S061450 


A2 


20050707 


HO 2004<US37745 


20041110 
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ML, HR. 

NE, 

5N, 
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us 2003- 

■733915 


A 20031211 
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• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title conpds. of formula ANH(CHR) (CHRl) (CHR2)NR3S (02) R4 (I) [wherein A - 
alkylcarbonyl, arylsulfonyl, 1, 3-sub9tituted 2-oxoiinidazolidinyl, 
2,4-diojcoinidazoUdinyl, etc.; X, Y - independently 0, S, NHi R - 
(un) substituted alk(en)yl, cycloalk(en)yl, hetero/acylalkyl, etc.f Rl •> OH 
and derivs., 0P03H and derivs., 0SO2H and deriva., etc.f R2 Hi R3 • 
halo/alkyl. halo/alkenyl, (un> substituted cycloalk(en)yl. aryli R4 - 
(un> substituted cycloalk<en)yl, heterocyelyl, hetero/aryl] were prepared as 
mv protease inhibitors. For esaople, XI was prepared, in 621 yield, by 
coupling acid III (preparation given) with anine IV (preparation given) . I 

showed 

antiviral activity against Vild-Type RIV with BC50 in the range of 1 nH to 
100 nM. 

IT 8S4742H)3-3» 854742-27-ir 8S4742-««-er 
8S4T42-68-0P 894742-79-3P 854742-e0-«r 
8M746>70>«P 854746-71-7? 894746-72-8P 

RLi PAC (Phariaacological activity) f SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(antiviral agent; preparation of HIV protease inhibitors, in particular 
iiftidazolidine derivs.) 
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RN 854742-03-3 CAPLUS 

CN INDEX NAME NOT YFT ASSIGNED 

Absolute stereochenistry. 
Double bond geoaetry as shown. 



RN 8S4742-27-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 


Absolute stereochemistry. 
Double bond geoaetry as shown. 



RN 854742-66-8 CAPLUS 

CN Butanediamide, Nl- [ (IS. 2R) -2-hydroxy-3- { [ (4-methoxyphenyl) sulf onyl] (2- 
methylpropyl) ainino] -1- (phenylmethyl) propyll -2-t3-C (2-metfayl-4- 
thiazolyl) methyl) -2-oso-l-imidazolidinyl]-, (2S)- (9CX) (CA INDEX NAME) 

Absolute stereochenistry. 


L4 AHSVER 1 OF 23 CAPLUS COPYRIGBT 2005 ACS on STN (Continued) 



Me 


RN 854742-68-0 CAPLUS 

CN Pentanedianide, N-f (IS, 2R) -2-hydroxy-3-(( (4-roethoxyphenyl) sulf onyl] (2- 
ne thy Ip ropy 1 ) ami no] - 1 - ( phenylme thyl ) p ropyl] -2-(3-I(2-met hyl- 4 - 
thiazolyl) methyl] -2-oxo-l-inidazoUdinyl]-, (2S)- (9CI) (CA INDSC NAME) 

Absolute stereochemistry. 



RN 854742-79-3 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -2-hydroKy-3-( ( (4-Dethoxyphenyl)sulfonyl) (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -N4 -methyl-2- [3- [ (2-raethyl-4- 
thiazolyl)methyl]-2-0KO-l-ioidazoUdinyl]-, (2S)- (9CI) (CA INOEK NAME) 

Absolute stereochemistry. 
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He 


RN 854742-80-6 CAPLUS 

CN Butanediamide, N4-ethyl-Nl-[ (IS, 2R) -2-hydroxy-3-[ [ (4- 

oethoxyphenyl) sulf onyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2-[3- 
[(2-methyl*4-thiazolyl)Bathyl)-2-oso-l-iBidazoUdinyl]-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


.Ph 



He 


RN 854746-70-6 CAPLUS 

CN Pentanediamide, N5-( (IS, 2R) -2-hydroxy-3- [ [ (4-mBthoKyphenyi) sulfonyl] (2- 
nethylpropyl) amino] -1- (phenylmethyl) propyl) -2- [3- [ (2-methyl-4- 
thiazolyl)methyl]-2-oxo-l-imidazoUdinyl]-, (2S)- (9CI) (CA INDEX NAME) 


Absolute stereochenistry. 
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CN Butanediaolde, N-UIS, 2R} -2-hydrozy-3' [ [ (4-mthosyphenyl) sulfonyl} (2- 
nethylpropyl) aninol-1- (pheoylMthyDpr^l] -N« -[ (23) -2-(3-( (2-intbyl-5- 
thiazolyl)Bcthyll-2-oxo-l-liBidazoUdlnyl]-l-osopropyl]- (9CX) (CA INOEX 

NAME) PAGE 1-B 


Absolut* atercochsmlatry. 


/*■ PAGE 1-A 



PAGE 1-B 



RH 854746-72-8 CAPLUS 

CN Butanodiamide, N-{ (IS, 2R) -2-hydroxy-3- [{ (4-m«thoiryphenyl) sulfonyl] (2- 

methylpropyl) amino] -1> (phenylmethyl) propyl] -N ' - [ (2S) -2- [3- [ (2-iaethyl-5- 
thiazolyl)Dethyl]-2-oKO-l-imidazolidinyl]-l-oiiobutyl]- (SCI) (CA INDEX 
NAME) 

Absolute stereochenlstcy. 
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TITLE; 


AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 


PUBLISHER; 
DOCUMENT TYPE: 
LANGUAGE: 
AB 


CAPLUS COPYRIGHT 2005 ACS on STN 
2004:322087 CAPLUS 
140:399222 

BREED: Generating Novel Inhibitors through 
Hybridization of Known Ligands. Application to CDE2, 
P38, and HIV Protease 

Pierce* Albert C.i Rao, Govindai Bemia, Guy W. 
Vertex Pharmaceuticala, Canbridga, MA, 02139, USA 
Journal of Medicinal Chaniatcy (2004), 47(11), 
2768-2775 

COOEN: JHCMAR} ISSNt 0022-2623 
American Chemical Society 
Journal 
English 

this work we describe BREED, a method for the generation of novel 
inhibitors froa structures of known Uganda bound to a conaaon target. The 
method is essentially an automation of the connon medicinal chemical 
practice 

of joining fragments of tvo knovn Uganda to generate a new inhibitor. 
The ligand-bound target atructurea are overlaid, all overlapping bonds in 
all paira of Uganda are found, and the fragraenta on each aide of each 
matching bond are awapped to generate the new mols. Since the method ia 
automated, it can be applied recuraively to generate all poasible 
combinations of known ligands. In an application of this method to HIV 
proteaae Inhibitors and protein kinase inhibitors, hundreds of new nol. 
structures were generated. These included known inhibitor scaffolds not 
included In the Initial set, entirely novel acaf folds, and novel 
substituents on knovn scaffolds. The method ia fast, and since all of the 
llgand functional groups are knovn to bind the target in the precise 
position and orientation present in the novel ligand, the success rate of 
this method ahould be auperior to more traditional de novo deaign 
tachniquea. In an era of increasingly high- throughput structural biol., 
such methods for high- throughput utilization of structural infomation 
will become increasingly valuable. 
IT 608359-10-6 

RL: BSU (Biological study, unclassified)! BIOL (Biological study) 
(novel method BREED for generating novel inhibitors through 
bond-matching and fragment swapping of knovn ligands) 
RN 688359-10-6 CAPLUS 

CN Butanediamide, Nl-((lS,2R)-3-(t (4-arainophenyl)sulfonylJ (2- 
methylpropyl) amino} -2-hydroxy-l- (phenylmethyl) propyl] -2-t (2- 
quinoUnylcarbonyl) amino]-. (23)- (9CI) (CA lygEX NAME] 

Absolut* stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUHBERt 
TITLE: 


PATENT ASSIGNEE (3) I 

SOURCE: 


DOCUMENT TYPE: 
LANGUAGES 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


2002:23862 CAPLUS 
136:85665 

Succinoylamino hydroxyethylaraino sulfonyl urea 
derivatives useful as retroviral protease inhibitors 
Vazquez, Michael L. i Mueller, Richard A.; Talley, John 
J.f Getraan, Daniel P.i Oecrescenzo, Gary A. i Sun, Eric 
T. 

G.D. Searle and Co., USA 

U.S., 32 pp., Cont. of U.S. Ser. No. 219,048, 

abandoned. 

CODEN: USXXAH 

Patent 

English 

1 


PATENT NO. 

KIND 

DATE 

APPLICATION NO. 


DATE 

US 6337398 

Bl 

20020108 

US 1995-542861 


19951013 

US 2002198378 

Al 

20021226 

US 2001-11778 


20011211 

US 6515024 

B2 

20030204 




US 2004002542 

Al 

20040101 

US 2002-315254 


20021210 

PRIORITY APPLN. INFO.: 



US 1992-969682 

Bl 

19921030 




US 1994-219048 

Bl 

19940326 




US 1995-542861 

A3 

19951013 




US 2001-11778 

Al 

20011211 

OTHER SOURCE (S) : 

MARPAT 

136:85665 





0 

.A 


He Me O O O Me He ^ ^ 

M* OH L 

^^Pr-i 


Intermediates used for the synthesis of title conpds. R33R34X' -C: Y* - 
{CH2)pCR31R32-CR30Bl-C:Y-NR6CHR2CHOHCH2NR3S(O)xNR4CR7R7* <CH2)nR8 [Rl - H, 
CH2S02MH2, ester, amide, etc.; R2 - alkyl, aryl, cycloalkyl, etc.; R3 - 
(halo)alkyl, alken(yn)yl, hydroxyalkyl, etc.» R4 - H, R3; R6 - H, alkyl» 
R7-7' - H, R3. amino acid sidechalns, etci R6 - CN, OH, alkyl, alkoxy, 
cycloalkyl, ctc.i R30-32 - Rl or one of which coablnea with Rl to Corn a 
cycloalkyl radical! R33-34 - H, Rl or together with X' form a cycloalkyl 
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radical* x - 1 - 2; X' - N, O, CR17, vher* R17 - H, alkyl; n - 0 - 6» p - 
0 - 2i Y, Y' - O, S, NR15, vhere RIS - H, R3i I) vere prepd. For exao^le, 
N-Cbz-L-phenylalanine chloroaethyl ketone vas reduced (HeOH/THF, 
-2*C, NaBH4), treated %nth base (Etoa» KOR) and the resulting 
epoxide intermediate reacted with isoaoylanine (i-PrOH, reflux, 1.5 h) to 
give homochiral amine II in 31% yield for the 3 steps. II vas elaborated 
by reaction with sulfamayl chlorides/sulf amates, deprotected and 
functionalized with succinates to provide compds. I, e.g. clained conoid. 
III. I are effective as retroviral protease inhibitors, and in particular 
as inhibitors of HIV protease. 

IT 38«722-34-SP 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)) THU 
(Therapeutic use); BIOL (Biological study) i PREP (Preparation); USES 
(Uses) 

(drug; succinoylaiaino hydroxyethylamino sulfonyl urea derivs. useful as 
retroviral protease inhibitors) 
RH 3B6722-34-S CAPLUS 

CN 4-Thia-3,5,9-triazatridecan-13-oic acid, 7-hydroxy-2, 2, 11. 12, 12- 
pentanethyl-S- (3-metfaylbutyl) -1- (4-oethyl-l-piperazinyi) -10-oxo-B- 
(phenylmethyl)-, 4,4-dioside, (7R,aS)- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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2000:304314 CAPLUS 
132:322147 

Preparation of a- and p-anino acid 

hydroxyethylamino sulfonamides as retro viral protease 
inhibitors. 

Vazquez, Michael L.f Mueller, Richard A.i Talley, John 
J.I Getman, Daniel P.; Decrescenzo, Gary A.* Freskos, 
John N.> Heintz, Robert M.) Bertenshav. Deborah B. 
G.O.Searle and Co., USA 

U.S., 93 pp., Cont.-in-part of Appl. PCr/US93/078l4. 

OODEN: USXXAH 

Patent 

English 

6 


KIND DATE 


APPLICATION NO. 


DATE 


US 6060476 
tfO 9404492 


AT, AU, BB, BG, 


KP, KR, KZ, 

SE, SK, UA, US< 

RW: AT, BE, CH, DE, 

BF, BJ, CF, CO, 
EP 810209 a; 
EP 810209 a: 
EP 810209 81 

R: AT, BB, CU, OB. 
VO 9506030 a: 

W: AH, AT, AU, BB, 

GE, HU, JP, KE, 

NL, NO, N2, PL< 

U2, VN 

Rtf: KE, MW, 

NL, PT, 
AU 9476697 
EP 715618 
EP 715618 


20000509 
19940303 
BR, BY, CA, 
LU, MG, HN, 
VN 

DK, ES, FR, 
CI, CM, GA, 
19971203 
19981202 
20020605 
DK, ES, FR, 
19950302 
BG, BR, BY, 
KG, KP, KR, 
PT, RO, RU, 


US 1994-204827 
VO 1993-US7814 
CH, CZ, OE. DK, ES, 
MV, NL, NO, NZ, PL, 

GB, GR, IE, IT, LU, 
GN, ML, MR, NE, SN, 
EP 1997-113434 


GB, GR, IT, LI, LU, 

WO 1994-US9139 
CA, CH, CN, CZ, DE, 
KZ, LK, LT, LU, LV, 
SD, SE, SI, SK, TJ, 


AT, BE, 
BF, BJ, 


Rj AT, BE, CH, DE, DK, 


AT 174587 
ES 2127938 
US 5968942 
US 6455581 
US 6248775 
US 6500832 
US 2002052399 
US 6417397 
US 2003191319 
US 6646010 
US 2004044047 
US 6846954 , 
US 6924286 
US 2004229922 
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CH, DE, 
CF, CG, 
19950321 
19960612 
19981216 
ES, FR, 
19990115 
19990501 
19991019 
20020924 
20010619 
20021231 
20020502 
20020709 
20031009 
20031111 
20040304 
20050125 
20050802 
20041118 


DK, ES, FR, 
CI, CM, GA, 
AU 1994- 
EP 1994- 

GB, GR, IE, 

AT 1994- 

ES 1994- 

US 1994- 

US 1995- 

US 1999- 

US 2000- 

US 2001- 


GB, GR, 
GN, ML, 

76697 
927162 

IT, LI, 
927162 
927162 
294468 
451090 
28B080 
525161 
798255 


US 2002-157019 
US 2002-199481 


US 2003- 

US 2004- 

US 1992- 

tfO 1993- 

EP 1993- 

US 1993- 

US 1994- 

US 1994- 


633376 
812343 
934984 
US7fll4 
923714 
110911 
204827 
294468 


19940302 
19930824 
FI, GB, HU, JP, 
PT, RO, RU, SD. 

MC, NL, PT, SE, 
TO, TG 

19930824 


NL, SE, PT, IE 
19940823 
DK, ES, FI, GB, 
MD, MG, MN, HW, 
TT, UA, US, US, 

IE, IT, LU, MC, 
MR, NE, SN, TD, TG 

19940823 
19940823 

LU, NL, PT, SE 
19940823 
19940823 
19940823 
19950525 
19990408 
20000314 
20010305 

20020530 

20020722 

20030804 

20040330 
B2 19920825 
A2 19930824 
A3 19930824 
A 19930824 
A 19940302 
Al 19940823 
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VO 1994-US9139 
US 1995-451090 

US 1999-288080 
US 2001-798255 
US 2002-157019 
US 2002-199481 

MARPAT 132:322147 


(Continued) 

V 19940823 

A3 19950525 

Al 19990408 

Al 20010305 

Al 20020530 

A3 20020722 


.A 


R« 0 
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N— SOzPh 
OH CH2-BU-1 IX 


Amino acid hydroxyethylamino sulfonamide compds. I [R2 - (un) substituted 
aryl, (cycle) alJcyl, aralkyl, cycloallcyiallcyli R3 - alkyl, haloalkyl, 
alkenyl, alkynyl, hydroxy-, alkoxy-, alkylthio-, or alkylsulfonyl alkyl, 
cycloalkylalkyl, heterocycloalkyl, heteroaryl, hetecocycloalkylalkyl, 
aryl, aralkyl, or heteroaralkyli R4 - heterocycloalkyl, heteroaryl or 
aryl; Y - 0 or S> A - heterocycloalkyl, heterocycloalkoxy, 
heterocycloalkylalkoxy, heteroaralkyl, heteroarylalkoxy, heteroaryloxy or 
heteroaryl] vere prepared as retroviral protease inhibitors, particular as 
inhibitors of HIV protease. Thus, compound II (Cbz - benzyloxycarbonyl) was 
prepared and assayed for HIV inhibitory activity (IC50 - 16 nM) . Compds. of 
formula I were tested for cytotoxicity and efficacy (IC50, ECSO and TD50 
values at the nanomolar level are tabulated) . 
15900S-92-2P 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified) ; RCT (Raactant) i SPN (Synthetic preparation) t THU 
(Therapeutic use) i BIOL (Biological study) r PREP (Preparation) t RACT 
(Reactant or reagent) i USES (Uses) 

(amino acid hydroxyethylamino sulfonamides as retroviral protease 

inhibitors) 
159005-92-2 CAPLUS 

Carbamic acid, [(lS)-3-amino-l-ttt (lS,2R)-2-hydroxy-3-l(3- 
methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
3-oxoprqpyI]-, phenylmethyl ester (9CI) (CA INDEX NAME) 


IT 15»005-e9-7P 159005-«1-1» 159005-M-5P 
159006-21-OP 

RLj BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)! SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(amino acid hydroxyethylamino sulfonamides as retroviral protease 
inhibitors) 
RN 159005-89-7 CAPLUS 

CN Butanedl amide, Nl-[ (IS, 2R) '-2-hydroxy-3-[ (3-methylbutyl) (methylsulfonyl) ami 
no]-l-(phenylmethyl)propyl]-2-[(2-qulnolinylcarbonyl)amino]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-91-1 CAPLUS 

CN Butanediamlde, Nl-t (lS,2R)-2-hydroity-3-[ (3-methylbutyl) (phenylsulf onyl) ami 
no]-l- (phenylmethyl) propyl] -2- [ (2-quinollnylcarbonyl) amino]-, (2S)- (9C1) 
(CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 


M ANStfER 4 OF 23 CAPUIS COPYRIGHT 2005 ACS on STH (Continued) 



RN 159005-95-5 CAPLUS 

CN Butanedianide. Nl-[ (15, 2R) -2-hydroicy-3- [ (S-methylbutyl) (phenylsulfonyl) ami 
no] '-I- (phenylimthyl) propyl] '-N4-iMthyl>2- [ (2-qulnolinylcartionyl) amino] -« 
(25)- (9CI) (CA INDEX NAME) 

Absolute etereochenistry. 



RN 159006-21-0 CAPLUS 

ON Carbamic acid, (<lS)-3-amno-l-[[C(lS,2R)-2-hydro8y-l-(phenyljnethyl)-3- 
( (phenylsulfonyl)pcopylaiBiao] propyl] auino] cartmnylj-a-ox^rotv-l-] -* 
^ phenylnethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 1S9005-90-0P 159006-05-OP 159006-22- IP 

RL: RCT (Reactant) i SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(amino acid bydcoxyethylaaino sulfonamides as retroviral protease 
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inhibitors) 
RN 15900S-90-0 CAPLUS 

CN 2-Thia-3,7,10-triaKaundecan''ll-oic acid, 9- (2->'aBino-2-osoethyl)-5-hydrosy- 
3- (3*Bettiylbutyl) -8-oso-6- (phenylnethyl) -« phenylmethyl ester, 
2,2-dioxide, (5R.6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-OS-O CAPLUS 

CN Butanediamide, 2-ajiiino-Nl- [ (IS, 2R) -2-hydroxy-3-[ (3- 

methylbutyl) (methylsulf onyl) amino] -1- (phenylmethyl; propyl] (2S) - (SCI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-22-1 CAPLUS 

CN Carbamic acid, [ (15) [[ (1S,2R) '-2-hydro«y-3-{ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] catbonyl] - 
3' (metbylamino) -3-oa(n>ropyl] 1,1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUKBERr 
TITLE: 


PATENT ASSI6NEB(S)t 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


2000:220728 CAPLUS 
132:265504 

Preparation of hydroxyethylamino sulfonamides useful 
as retroviral protease inhibitors. 

Vazquez, Michael L.; Mueller, Richard A.; Talley, John 
J.; Getman, Daniel P.; Decrescenzo, Gary A.; Freskos, 
John N. ; Bertebshav, Deborah E.; Heintz, Robert M. 
G.D. Searle and Co., USA 

U.S., 119 pp., Cont. -in-part of U.S. 204,872, 

abandoned. 

CODEN: USXXAH 

Patent 

English 

6 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

US 

6046190 



A 


20000404 


US 1996-586866 


19960124 

WO 

9404492 



Al 


19940303 


WO 1993-US7814 


19930824 


W: AT, 

AU, 

BB, 

EG, 

BR, 

BY, CA, 

CH 

CZ, DE, DK, ES, 

FI, 

GB, HU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU, 

M6, HH, 

MV 

NL, NO, NZ, PL, 

PT, 

RO, RU. SD, 


SE, 

SX, 

UA, 

US, 

VN 







PH: AT, 

BE, 

CH, 

DE, 

OX, 

ES, FR, 

GB 

GR, IE, IT, LU, 

HC. 

NL, PT. SE, 


BF, 

BJ, 

CF, 

C6, 

CI, 

CH, GA, 

GN 

ML, MR, NE, SN, 

TD, 

TG 

EP 

810209 



A2 


19971203 


EP 1997-113434 


19930824 

EP 
EP 

810209 
810209 



A3 
Bl 


19981202 
20020605 






R: AT, 

BE, 

CH, 

OE, 

OK, 

ES, FR, 

GB 

GR, IT, LI, LU, 

NL 

SE, PT, IE 

VO 

9506030 



Al 


19950302 


WO 1994-US9139 


19940823 


tf: AM. 

AT, 

AU, 

BB, 

BG, 

BR, BY, 

CA 

CH, CN, CZ, DE, 

DK 

ES, FI, GB, 


GE, 

HU, 

JP, 

KE, 

KG, 

KP, KR, 

KZ 

LK, LT, LU, LV, 

HD 

HG, MN, MV, 


NL, 

NO, 

NZ, 

PL, 

PT. 

RO, RU, 

SD 

SE, SI, SK, TJ, 

TT 

UA, US, US, 


UZ, 

VN 










RW: XE, 

MV, 

SO, 

AT, 

BE. 

CH, DE, 

DK 

ES, FR, GB, GR, 

IE 

IT, LU, MC, 


NL, 

PT, 

SE, 

BF, 

BJ. 

CF, C6, 

CI 

CM, GA, GN, ML, 

MR 

NB, SN, TD, TG 

PRIORITY APPLN. 

INFO.: 





US 1992-934984 


B2 19920825 









WO 1993-US7814 


A2 19930824 









US 1994-204872 


82 19940302 









WO 1994-US9139 


V 19940823 









EP 1993-923714 


A3 19930624 









US 1993-110911 


A 19930824 









US 1994-204827 


A 19940302 


R9R10N (CR7R8 ) pCHRlC ( : Y) NR6CHR2CH (OT) 
CH2C02CH3, allcyl, haloalkyl. 


OTHER SOURCE(S): MARPAT 132:265504 

AB Hydroxyethylamino sulfonamide compds. 
CH2NR3S<:0)xR4 [I: Rl - H, CH2S02NH2, 

alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.; R2 ' 
(un) substituted alkyl, aryl, cycloalkyl. cycloalkylalkyl, aralkyl; R3 - H. 
alkyl, haloalkyl, alkenyl, alkynyl, aryl, heteroaryl, mono- and 
disubstltuted sminoalkyl. etc.; R4 - alkyl, haloalkyl, alkenyl, alkynyl, 
aryl, (un) saturated heterocycle, (un) substituted aromatic heterocycloalkyl, 

etc. I 

R6 - H, alkyl; Y - O, S, NR3; R7,R8 - independently H, Rl, or together 
with Rl and the carbon atoms to which they are attached represent a 
cycloalkyl radical; R9 - H, R3, or R3S02> RIO - H, alkojiycarbonyl, 
alkylcarbonyl, aroyl, aryloxycarbonyl, heterocyclylalkoxycarbonyl, mono- 
and disubstltuted aminocarbonyl, or aminoalkanoyl, etc.; or R9R10N - 
heterocycloalkyl or heteroaryli x ■ 0-2; p - 0-1} or their 
pharnaceutically acceptable salts, prodrugs, or esters vrere prepared as 
inhibitors of retroviral proteases such as human Immunodeficiency virus 
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(HIV). Many inhibitors ware prepd. by (1) prepg. an N-protocted amino 
epoxide and <2) reacting thia vith an aaine and (3) prepg. a sulfonamide 
by reacting vith a sulfonyl chloride or sulfonyl anhydride in the presence 
of an acid scavenger. The amino function of the sulfonamide was than (4) 
deprotected and (5) reacted with a carbosylate. Thus. 
Nl - ( 2R- hydroxy- 3- [ ( 3 -ne t hy Ibutyl ) (phenylsu If ony 1 ) ami no] - IS- 
(phenylmethyl) propyl] -2S-( (2-quinoIinylcarbonyl) amino] butanediamide vas 
prepd. and assayed for HIV protease inhibitory activity (ICSO - 1.5 nM) . 
Conpds. of fonaula I were tested for cytotoxicity and antiviral efficacy 
(ICSO, EC50, and'TDSO values at the nanomolar level are tabulated). 

IT lS9005-«9-7V 19900S-91-ir S.59005-92-2P 
lS»005-95-5» 15900«-21-0» 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) I SPN (Synthetic preparation) ; THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of hydroxyethylamino sulfonamides useful as retroviral 

protease 

inhibitors) 
RM 159005-89-7 CAPUJS 

CN Butanediamide, Nl-[ (IS,2R)-2-faydra«y-3-{ O-EMthylbutyl) (methylsulfonyl)ami 
no] -l-(phenylttethyl) propyl] -2- [(2-quiftollnylcarbonyl) amino]-, (2S)- (9CI) 
(CA INDEX HAME) 

Absolute stereochemistry. 


M ANSVER 5 07 23 CAPLUS OOPYRIGRT 2005 ACS on STN (Continued) 

laethyJ butyl) (phenylsulf onyl) amino] >1- (phenylnethyl) propyl] amino] carbonyl] - 
3-oxopropyl]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stareochamlstry. 




IIH2 


101 159005-91 -1 CAPIUS 

CN Butanediamide, Nl- ( (IS, 2R)-2-hydrosy-3-[(3-methylbutyl) (phenylsulf onyl) ami 
no] (phenylmethyl) propyl] -2-[ (2-quinolinylcarbonyl) amino] -, (2S) - (9CI) 
(CA INDEX NAME) 


Absolute stereochemistry. 


RN 159005-95-5 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -2-hydro3ty-3- [ (S-oethy Unity 1) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -N4-methyl-2-[ (2-quinolinylcarbonyl} amino]-, 
(2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 


CBMez 


159006-21-0 CAPLUS 

Carbamic acid, [ (IS) -3-amino-l-( [ ( (IS, 2R) -2-hydroxy-l- (phenylmethyl) -3- 
[ (phenylsulfonyl) propylamine] propyl] amino) carbonyl] -3-OHOpropyl] 
phenylmethyl ester (9CI) (CA INDEX NAHE) 




Absolute stereochemistry. 


159005-92-2 CAPLUS 

Carbamic acid, [ (lS)-3-amino-l-{[[ (lS,2R)-2-hydroxy-3-[ (3- 
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<^P 



IT 159005-90-OV lS»00»-05-Or 1S«W6-D«-1» 

RL: RCT (Reactant) i SPN (Synthetic preparation) * PREP (Preparation) t RACT 
(Reactant or reagent) 

(preparation of hydroicyethylamino sulfonamides useful as retcovical 

protease 

inhibitors) 
RN 159005-90-0 CAPLUS 

CN 2-Thla-3,7,10-triazaundecan>ll>oic acid, 9- (2-amino-2-osoethyl) -S-hydroxy- 
3- <3-mathylbutyl)-B-oxo-6- (phenylmethyl)-, phenylmethyl ester, 
2,2-diaside, (5R,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 159006-06-1 CAPLUS 

CN Butanediamide, 2-amino-Nl- [ (IS, 2R) -2-hydroxy-3- [ (3- 

methylbutyl) (phenylsulfonyl) amino] -I- (phenylmethyl) propyl] (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


CHKe2 




REFERENCE COUNT: 


THERE ARE 45 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE -RE WOmWt 


NH2 


159006-05-0 CAPLUS 

Butanediamide, 2-amino-Nl-[ (lS,2R)-2-hydroxy-3-( (3- 

methylbutyl) (methylsulf onyl) amino] -1- (phenylmethyl) propyl] -, (2S) - 

(CA INDEX NAME) 


Absolute stereochemistry. 
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ACCESSION NUMBER: 199»:811207 CAPLUS 

DOCUMENT NUMBER: 132:49801 

TITLE: Preparation of l-acylaraino-3- (N-arylsulfooyl-N- 

al)coxya]iiino)-2-hydroxypropane5 and related compounda 
as inhibitors of HIV aspartyl protease. 

IKVENTOR(S): Sherrill, Ronald Georgei Hale, Michael R.i 

Spaltenstein, Andrew; Furfine, Eric Stevenr Andrevs, 
Clarence Vebster, IIIi Lowen, Gregory Thoaas 

PATENT ASSIGNEE (S): Vertex Pharmaceuticals Incorporated, USA 

SOURCE: PCT Int. Appl., 344 pp. 

CODEN: PIXXD2 

DOCUHENT TYPE: Patent 

LANGUAGE: EngUsh 

FAMILY AGC. NUM. COUNT: 1 

PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

VO 

9965870 



A2 


19991223 


WO 1999-US13744 



tfO 

9965870 



A3 


2001 03 IS 






tf: AE, 

AL, 

AH 

AT. 

AU 

*?' rn' 

BB 

BG, BR, BY, CA, 


zZ* 


OE, 

DX, 

ee! 

ES. 

FI 


GE 

GH, GH. BR, OJ, 


ill' 


JP, 

KE, 

KB, 

KP, 

KR 

LC* 

LK, LR, LS, LT, LU, 

TV 

MD, HG, MX, 


MN, 

MV, 

MX, 

NO, 

NZ 

PL, PT, 

RO 

Ml, SD, SE, SG, 

SI 



TM, 

TR, 

TT, 

UA. 

UG 

US, UZ, 

VN 

YU, 2A, ZV, AH. 

AZ, 

by! kg! kz! 


MO, 

RU, 

TJ, 

TM 








Ktft GH, 

GM, 

xe. 

LS. 

KIT. 

SO, SL. 

SZ 

UG, Ztf, AT, BE, 

CH, 

CY, DE, OX, 


ES, 

Fl, 

FR. 

GB, 

GR 

IS, IT, 

LU 

NC, NL, PT, SB, 

BF, 

BJ, CF, CG, 


CI, 

CM, 

GA, 

GN. 

Gtf 

ML, MR, 

NE 

SN, TD, TG 



CA 

2335477 



AA 


19991223 


CA 1999-2335477 


19990617 

AU 

994 5760 



Al 


20000105 


AU 1999-45760 


19990617 

AU 

767728 



B2 


20031120 





EP 

1096076 



Al 


20010328 


EP 1999-928769 


19990617 

EP 

1086076 



Bl 


20041222 






R: AT. 

BE, 

CH. 

DB, 

DX 

ES, FR, 

GB 

GR. IT, LI, LU, 

NL, 

SE, KC, PT, 


IE, 

FI 









BR 

9912169 



A 


20010410 


BR 1999-12169 


19990617 

NZ 

509855 



A 


20031031 


NZ 1999-508855 


19990617 

AT 

ES 

285396 
2235492 



E 
T3 


20050115 
20050701 


AT 1999-928769 
ES 1999-928769 


19990617 
19990617 

US 

2002049201 


Al 


20020425 


US 2000-731129 


20001206 

US 

6613743 



B2 


20030902 





NO 

2000006405 


A 


20010219 


NO 2000-6405 


20001215 

US 

2004097594 


Al 


20040520 


US 2003-600937 


20030620 

NZ 

528074 



A 


20041126 


NZ 2003-528074 


20030908 

«TT APPLN. 

INFO.: 





US 1998-90094P 


P 19980619 









tfO 1999-US13744 


W 19990617 









US 2000-731129 


A3 20001206 


OTHER SOURCE(S): MARPAT 132:49801 

AB ABsN<Gx)CHDCHOR7CH2ND*S02E [A - H, (substituted) Ht, Rlfit, RlAk; Ak - 

allcyli Ht - cycloalkyl, cycloalkenyl, (substituted) aryl, heterocyclyli Rl 

- CO, S02, COCO, 02c, NR2C0, NR2502, etc.; B - null, NR2C(R3)2C0» X - 0, 
If R2 - H. (substituted) Ht, alkyl; R3 - H. (substituted) Ht, alkyl, 
alkenyl, cycloalkyl, cycloalkenyli G - null, H, R7, alkyl* G may be bound 
to R7» D - (substituted) Q, alkyl, alkenyli Q - (substituted) carbocyclyl, 
heterocyclyl» D' - ORIO, N:R10, N(R10)RlR3j E - Ht, OHt, 0R3, NR2R3, 
(substituted) alkyl, alkenyl, etc.; R7 - H, (CH20) xY (ZM) (:X) 2 (H) x, etc./ M 

- null, H, Li, Na, K, Mg, Ca, Ba, alkyl, alkenyl, etc.; X - 0, S; Y - P, 
Sj Z - O, S, N(R2)2, H], were prepared as inhibitors of HIV aspartyl 
protease (no data) . Thus, 3-H2NC6H4S02NH0aiMe2 (preparation given) , tert-Bu 
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N- (IS) -l-[ (25) -oxiran-2-yl] <-2-phenylethylcarbamate, and phosphazen* bas« 
P4 tert-Bu were stirred in 8 h in THF to give 95% tert-Bu 
N-(lS,2R)-3-[( (3-afflinoph«iiyl)8ulfonyl] (isopcopoxy) afflinoj-l -benzyl- 2- 
faydroxypropylcarbamate . 

ZT 252871>3a'2P 252t71-33-3? 2S2e71-34-4» 
252871-35-59 252071-52-«P 252B71-57-1P 
252871-63-99 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); 5PN (Synthetic preparation) ; THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of l-acylamino-3- (N-arylsulfonyl-N-alleosyaaino) -2- 
hydroxypropanes and related coapds, as inhibitors of HIV aspartyl 
protease) 
RN 252871-32-2 CAPLUS 

CN Butanediamide, Nl'{ (lS,2R)-3-[[ (3-aainophenyl)sulfonyl] (cyclopentyloxy) aiDi 
no] -2-hydroxy-l- (phenylmethyl) propyl] -2- { (2-quinolinylcarbonyl) amino] 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereocheiBistry. 



RN 252871-33-3 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3- [ (cyclopentyloxy) { (4- 

methoxyphenyl) sulfonyl] amino} -2-hydroxy-l- (phenylmethyl) propyl) -2- [ (2- 
quinolinylcarbonyl) amino}-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochenistcy. 



RN 252871-34-4 CAPLUS 

CN Carbamic acid, [S-t [ t (2R,3S) -3-( [ (2S) -4-amino-l,4-dioxo-2- [ (2- 
quinolinylcarbonyl) aminoj butyl] amino] -2-hydroxy-4- 

phenylbutyl] (cyclopentyloxy) amino] sulfonyl] -lH-benzifflidazol-2-yl] methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 252871-35-5 CAPLUS 

CN Butanediamide, Nl-{ (IS, 2R) -3- [ (cyclopentyloxy) (lH-indazol-6- 
ylsulf onyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 252871-52-6 CAPLUS 

CN Butanediamide, Nl-( (lS,2R)-3-( (cyclohexyloxy) [ (4- 

mathoxyphenyl) sulfonyl] amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 252871-57-1 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -2-hydroxy-3- [ ( (4-methoxyphenyl) sulfonyl] (1- 
methylpropoxy) amino] -1- (phenylmethyl) propyl] -2-[ (2- 
qulnoUnylcarbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Mssolute stereochemlstcy. 



RN 252871-63-9 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -2-hydroxy-3-[ [(^-methoxyphenyl) sulfonyl} [(tetra 
hydro-2H-pyran-4-yl) oxy] amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PATENT INFOBHATKW: 


1999:670116 CAPLUS 
131:29SS6a 

a- and ^Astino acid hydrosyattiylanino 
sulfonaaldta useful as ratroviral protaase Inhibitors 
Vazques. Michael L,t Mueller, Richard A.i Talley, John 
y.t Getman, Daniel P.; Decrescenzo, Gary A.i FreskoSf 
John N.f Bertenshav, Deborah B.i Heintz, Robert H. 
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U.S., 130 pp., Cont.-in-part of U. S. 204,827. 


PATENT NO. 


Patent 

EngUsh 


KIND DATE 


APPLICATION NO. 


US 5968942 A 19991019 US 1994-294468 

TO 9404492 Al 19940303 VO 1993-US7814 

V: AT, AU, BB, BG, BR, BY, OA, CH, CZ, DE, UK, ES, FX, 

KP, KR, XZ, UC, LU, HG, HN, Ktf, NL. HO, NZ, PL, PT, 

SE, SK, UA, US, VN 

Rtf: AT, BE. CH, DB, OK, ES, FR, GB, GR. IB, IT, LU, HC, 

BF, BJ. CF, <X, CI, CM, GA, GN, ML, MR, NB, SN, TD, 


19940823 
19930824 
GB, RU, JP, 


EP 

810209 

A2 

19971203 

EP 

1997-113434 


19930824 

EP 

810209 

A3 

19981202 





EP 

810209 

Bl 

20020605 






R: AT, BE, CB 

f DB, 

OX, ES, FR, GB 

GR, XT, U, LU, 

NL, SB, PT, IB 

US 

6060476 

A 

20000509 

US 

1994-204827 


19940302 

US 

6248775 

Bl 

20010619 

us 

1999-288080 


19990408 

US 

2002052399 

Al 

20020502 

US 

2001-798255 


20010305 

US 

6417387 

B2 

20020709 





US 

2003191319 

Al 

20031009 

us 

2002-157019 


20020530 

US 

6646010 

B2 

20031111 





US 

6924286 

Bl 

20050802 

us 

2003-633376 


20030604 

PRIORITY APPLN. INFO. : 



us 

1992-934984 

B2 

19920825 





VO 

1993-US7814 

A2 

19930824 





us 

1994-204827 

A2 

19940302 





BP 

1993-923714 

A3 

19930824 





us 

1993-110911 

A2 

19930824 





us 

1994-294468 

Al 

19940823 





us 

1999-288080 

Al 

19990408 





us 

2001-798255 

Al 
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Al 
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OTHER SOURCB(S): HARPAT 131:295568 

AB a- And ^Aralno acid hydroxyethylanino sulfonafflide conqpds. are 

effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease, as veil as effective in preventing the gcovth 
of retroviruses in a solution General and specific schemes for chemical 
synthesis of the sulfonamide-containing hydroxyethylaaine inhibitor coaqpds. 
are described. Seventy-eight such conpda. were tested for cytotoxicity 
and antiviral efficacy (IC50, EC50, and T050 values at the nanomolar level 
are tabulated). 
IT 159005-89-7P 159005-90-OP 159005-91-lP 
&99005-92>ZP I59005-95-5P 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified) I SPN (Synthetic preparation) / THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(a- and ^amlno acid hydroxyethylaraino sulfonamides useful 

as retroviral protease inhibitors) 
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HN 159005-89-7 CAPLUS 

CN Butanedi amide. Nl-[ (IS, 2R) -2-hydrosy-3-[ (3-nethylbutyl) (aethylsulfonyl) ami 
no] -l-(phenylaethyl)propyl]-2-[(2-quinolinylcarbonyl) amino]-, (2S)- <9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



NH2 


RN 15900S-90-0 CAPLUS 

CN 2-Thia-3,7,10-triazaundecan-ll-oic acid, 9- (2-amino-2-oxoethyl) -S-hydroxy- 
3-(3-methylbutyl)-8-oxo-6-(phenyluathyl)-, phenylmethyl ester, 
2,2-dioside, (5R,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


MeaCH 



RN 159005-91-1 CAPLUS 

CN Butanedianide, Nl- [ (1S,2R) -2-hydroKy-3-[ (3-methylbutyl) (phenylsulf onyl) ami 
no] -1- (phenylmethyl) propyl] -2-[ (2-quinolinylcarbonyl) amino] -, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


L4 ANSVER 7 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 



UN 159005-92-2 CAPLUS 

CN Carbamic acid, niS)-3-amino-l-([[(lS,2R)-2-hydrojty-3-I(3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carboixyl] - 
3-oxoprapyl]-, phenylmett^l ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-95-5 CAPLUS 

CN Butanedi amide, Nl- ( (IS, 2R) -2-hydroxy-3-[ (3-methylbutyl) (phenylsulf onyl) ami 
no] -1- (phenylmethyl) propyl] -N4 -methyl-2-( (2-quinolinylcarbonyl) amino] 
(25)- (9CI) (CA INDEX NAME) 

Absolute Stereochemistry. 



IT 159006-21-OP 159006-22-lP 

RL: RCT (Reactant) f SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(e- and p-amino acid hydroxyethylamino sulfonamides useful 


L4 ANSWER 7 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

as retroviral protease inhibitors) 
RN 1S9006-21-0 CAPLUS 

CN Carbaidc acid, ( (lS)-3-amino-l-[{ [ (1S,2R) -2-hydroxy-l-(phenylfflethyl)-3- 
[ (phenylsulf onyl) propylamlno] prqpyl] amino] carbonyl] -3-oxoprapyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAHB) 

Absolute stereochemistry. 



RN 159006-22-1 CAPLUS 

CN Carbamic acid, [ (IS) -l-[ [ [ (IS, 2R) -2-hydroxy-3- [ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl} amino] carbonyl] - 
3-(methylamino)-3-oxopropyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeNH 
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US 2001-798255 
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OTHER SOURCE (S): MARPAT 130:38712 

AB Amino acid hydrosyethylamino sulfonamide compds. PlNBCHR2CB(0H)CII2UR3SO2R4 
(PI - alkoxycarbonyl. aralkoxycarbonyl, alkanoyl, cycloalkylcarbonyl, 
cycloalkylalkoxycarbonyl, cycloalkylalkanoyl, aralkanoyl, aroyl. 
acyloxycarbonyl, heterocyelylcarbonyl, heterocyclyloxycacbonyl. 
heterocyclylalkoaycarbonyl, heteroaralkoxycarbonyl, hetoroacylonycarbonyl, 
heteroaroyl; R2 - alkyl, acyl, cycloalkyl, cycloalkylalkyl, 
(un) substituted aralkyli R3 - H, alkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetecoaryl, 
heterocyclylalkyl, aryl, aralkyl, heteroaralkyl; R4 - alkyl, haloalkyl, 
alkenyl. alkynyl, cycloalkyl. heterocycloalkyl, heteroaryl. aryl, aralkyl] 
ware preparation as retroviral protease inhibitors. Thus, 

N- [2R-hydroxy-3- f t (4- 

raethosyphenyl) sulf onyl] (2-methylpropyl) amino] -IS- (phenylmothyl) propyl] -4 - 
pyridinecarboxamide was prepared by araidation of isonicotinoyl chloride 
hydrochloride vith 2R-hydro«y-3-t (2-methylpropyl) [ (4- 
methosyphenyl) sulf onyl] amino] -IS- (phenylnethyl) propylamine. Protease 
inhibitory data are tabulated. 

IT 159005-M-TV iS»005-91-lV 1S900S-92-2P 
159005-9S-SP lS900«-21-0r 

RL: BAG (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified) J SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amino acid hydroxyethylamino sulfonamides useful as 
retroviral protease inhibitors) 
RN 159005-89-7 CAPLUS 

CN Butanedi amide. Nl-[ (1S,2R) -2-hydroxy-3-{ (3-methylbutyl) (raethylsulf onyl) ami 
no] -l-(phenylmethyl)propyll-2-[(2-qulnollnylcarbonyl) amino]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry* 



RH 159005-91-1 CAPLUS 

CN Butanediamide, Nl-I (1S,2R) -2-hydroJcy-3-{ (3-methylbutyl) (phonylsulf onyl) ami 
no] -l-(phflnylmethyl) propyl] -2-£(2-qulnollnylcarbonyl) amino]-. (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


L4 ANSWER 8 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 



RN 159005-92-2 CAPLUS 

CN Carbamic acid, t(lS)-3-araino-l-[[[(lS,2R)-2-hydroxy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylnethyl) propyl] amino] carbonyl] 
3-oBopropyl}-. phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-95-5 CAPLUS 

CN Butanediamide, Nl- ( (15, 2R) -2-hydrO]iy-3-( (3-nethylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -N4-methyl-2-( (2-quinollnylcarbonyl) amino] 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-21-0 CAPLUS 

CN Carbamic acid, ( (IS) -3-amlno-l-[[[ (IS, 2R)-2-hydrosy-l- (phenylmethyl) -3- 
[ (phenylsulfonyl) propylamino} propyl] amino] carbonyl] -3-axopropyl] -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 


U ANSWER 8 OF 23 CAPLUS COPYRIGHT 20O5 ACS on STN (ConUnued) 
Absolute stereochemistry. 



IT X590O5-9O-0V 15»006-05-0» 1S»00«>06-1» 

RL: RCT (Reactant) t SPN (Synthetic preparation) i PREP (Preparation) i RACT 
(Reactant or reagent) 

(preparation of amino acid hydroxyethylamino sulfonamides useful as 

retroviral protease inhibitors) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7.10-triazaundecan-ll-oic acid, 9- (2-amino-2-oxoethyl) -5-hydroxy- 
3- (3-methylbutyl) -8-OXO-6- (phenylmethyl)-, phenylmethyl ester, 
2,2>dioxlde. (5R,65.9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-05-0 CAPLUS 

CN Butanediamide, 2-amino-Nl-{ (1S,2R) -2-hydroxy-3-[ (3- 

methylbutyl) (methylsulf onyl) amino] -1- (phenylmethyl) propyl] (2$) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Me // 


^S=0 OH 



RN 159006-06-1 CAPLUS 

CH Butanedi amide. 2-aaino-Nl-[ (lS,2R)-2-liydi:osy-3-[ (3- 

methylbutyl) (phenyl9Ulfonyl)aBino] -1- (phenylnethyl) propyl) (2S) - (9CI) 
(CA INDEX NAHE) 

Absolute stereochemistry. 



CBHe2 
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OTHER SOURCE (S>: 


MARPAT 129:136097 


A-Bn-H— CH-CH-CH2-N-S02-B 
B OB D* 



AB The title conqads- I [A - H, -Ht, -BlHt. (un) substituted -Rl-alk (eo)yl» Rl 
- CO, S02, COCO. OCO. 0S02. NR2S02, NR2C0. NR2C0COJ Ht - (un) substituted 


M AHSVER 9 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

cycloalk(en)yl. aryl, (benzo) heterocyclylf R2 - H, alkyl. -alkyl-R7j B - 
NR2C(R3)200i n - 0. li R3 * (un) substituted alk(an)yl or cycloalk (en)yl» n 
- 1. 2t D. D* " R7, (un) substituted alk{en)yl or cycloalk (en)ylr B7 - 
(un) substituted Ph. carbocyclyl, or heterocyclyl; E - Ht. -0-Ht. -Ht-Ht. 
GR3. NR2R3, (un) substituted alk(en)yl or carbocyclyl; R4 - 0R2, C0NHR2, 
S02NHR2, halo, Nn2COR2, cyano] are prepd. as inhibitors of HIV aspartyl 
protease. The invention also relates to pharmaceutical corapns. cosqirislng 
these compds. The compds. and pharmaceutical corapns. are particularly 
well suited for inhibiting HIV-1 and HIV-2 protease activity. The 
invention also relates to methods for inhibiting the activity of HIV 
aspartyl protease using the invention coopds., and to methods for 
screening compds. for anti-HIV activity. Prepns. of almost 200 compds. 
are described, and some of these plus addnl. compds. are claimed. Some of 
the compds., e.g.. XI. inhibit BIV repUcatlon (IC90) In CCRH-COf cells in 
vitro at concns. of S 100 nM. 

IT lB6463-21-6r 

RL: RCT (Reaetant) i SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(intermediate! preparation of heterocyclic sulfonamide derlvs. as 

inhibitors 

of HIV aspartyl protease) 
RN 186463-21-8 CAPLUS 

CN Butanedlamide, Nl- [ (1S.2R) -3- [ ( [3- ( ami nosulfonyl) phenyl] sulfonyl] (phenylae 
thyl) amino] -2-hydro«y-l- (phanylmethyl) propyl] -2-( (2- 
qulnollnylcarbonyl) amino]-, (2S)-. ttono(trlfluoroacetate) (salt) (9CX) 
(CA INDEX NAME) 

CM 1 

CRN 160230-14-8 

CMF C37 H3S N6 08 S2 

Absolute Btereochemistry. 



CM 2 

CRM 76-05-1 
CMF C2 H F3 02 


I 

F-C-C02H 


L4 ANSWER 9 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
IT 160230-05-7P 160230-06-SP 160230-07-9F 

160230-08-OP 1«0230H»«1F l<0230-10-4» 

160230-11-Sr l«0230-12-6r 1S0230-13-7P 

160230-14-SP 160230-15-9P 160230-16-OP 

160230- 17- IP 1S0230-18-2P 160230- 19-3P 

160230-20-6P 1S0230-21-7P 160230-22-8P 

160230>23-ftP 160230-24-OP 160230-25-lP 

160230-50-2P 160231-»-«P 160231-M-9P 

l«0333-«2-«P 160333>43-7P 1C0333-44-8P 

160333-4S-9P 

RL: BAG (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) i THU (Therapeutic use) ! 
BIOL (Biological study) i PREP (Preparation)! USES (Uses) 

(preparation of heterocyclic sulfonamide derlvs. as inhibitors of HIV 
aspartyl protease) 
RN 160230-O5-7 CAPLUS 

CN Butanedlamide. Nl- [ (IS. 2R) -2-hydroicy-l- (phenylmethyl) -3- 
[ (phenylmethyl) (phenylsulf onyl) amino] propyl] -2- [ (2- 
quinollnylcarbonyl) amino]-. (2S)- (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-06-a CAPLUS 

CN Butanedlamide. Nl-[ (lS,^R)-3-([(3-(acetylamino)-4- 
f luorophenyl] sulfonyl] (phenylmethyl) amino] -2-hydroxy-l- 
(phenylmethyl) propyl) -2- ((2-qulnollnylearbonyl) amino]-. (2S)- <9C1) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 160230-07-9 CAPLUS 

CN Butanedlamide, Nl-( (lS,2R)-3-[l(3,5-dlmethyl-4- 
lsoxazolyl) sulf onyl] (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] 
2-[(2-quinoUnylcarbonyl)aminol-, (25)- (9CI) (CA INDEX NAME) 


L4 ANSWER 9 OF 23 CAPUJS OOPyiUGBr 2005 ACS on STN (Continued) 
Absolute stereochemistry. 


O 



RN 160230-08-0 CAFLU5 

CN Butanedlanlde, Nl-[ (1S,2R) -2>hydroicy-l- (phenyliaethyl) -3- [ (phenylnethyl) ( [3- 
(trifluoronethyl) phenyl] sulfonyl] amino] propyl] -2-( (2- 
qulnoUnylearbonyl) amino]-, (25)- (9CI) (OA INDEX NME) 

Absolute stereochemistry. 



RN 160230-09-1 CAPLUS 

CN Butanedlanlde, Nl-t (lS,2R)-3-[((2- (acetylamino)-4-methyl-5- 

thiazolyl] sulf onyl] (phenylaethyl) amino] -a-hydrosy-l- (phenylmethyl) propyl] - 
2-[(2-quinolinylcarbonyl)amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RM 160230-10-4 CAPLUS 

CN Butanedianide, Nl- [ (IS, 2R) -2-hydroxy-3- [ [ [5- (3-isoxazolyl) -2- 

thlenyl] sulf onyl] (phenylmethyl) amino] -1- (phenylmethyl) propyl] -2-[ (2- 
quinolinyicarbonyl) amino]-, (23)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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RH 160230-11-5 CAPLUS 

CN Benzoic acid, 3-[[ [ (2R.3S) -3-1 t (2S)-4-amino-l,4-diOKO-2-( (2- 
quinollnylcarbonyl) amino] butyl] amino] -2-hydroxy-4- 
phenylbutyl] (phenylmethyl) ami no] sulf onyl)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



HN 160230-12-6 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -2-hydroiry-3-[ (methylsulf onyl) (phenylmethyl) amin 
o] -1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] (2S) - (9CX) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-13-7 CAPLUS 

CN Butanediamide, Nl-[ (lS.2R)-3-[ (2,1. 3-benzoBadlazol-4- 

ylsulf onyl) (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl} -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-14-8 CAPLUS 

CN Butanediamide, Nl- ( (IS, 2R) -3- [[ [3- (amlnosulf onyl) phenyl] sulf onyl] (phenylme 
thyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2-[ (2- 
qulnolinylcarbonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-15-9 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- t ( (diroethylamino) sulfonyl] (phenylmethyl) amino 
) -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] -, 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-16-0 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-3- [ (2-methylpiropyl) [ (5- (2-pyridinyl)- 
2-thienyl] sulfonyl] amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NMfE) 
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RN 160230-17-1 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-3-[ (2-methylpropyl) [ (4- 

(phenylsulfonyl) -2-thienyl] sulfonyl] amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-18-2 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- [ [ (4-f luorophenyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydcoify-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-19-3 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- [[ [4- (acetylamino) -3-f luorophenyl] sulf onyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] ~2-[ (2- 
qui noUny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 
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101 160230-20-6 CAPLUS 

CN Butanedi amide, Nl- [ (IS, 2R) -3-( ( (3- (acetylamino) -4-fluoropheiiyl]sulfonyll (2- 
nethylpropyl) amino] -2-hydro»y-l- (phenylBethyl)propyl}-2-( (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHS) 

Absolute 9tereochemi9tcy. 



RN 160230-21-7 CAPLUS 

CN Butanedi amide, Nl-( (IS, 2R) -3-( [ (4- (acetylaraino) phenyl] sulf onyl] (2- 
methylpropyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2- { (2- 
quinoUnylcarbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



m 160230-22-8 CAPLUS 

CN Butanedi amide, Nl-[ (lS,2R)-3-[{[2-(acetylanino)-4-raethyl'5- 
thiazolyl] sulf onyl] (2-ncthylpcopyl)anino] -2-hydroxy-l- 
(phenylaethyl) propyl] -2- [(2-quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA 
-INDEX NMfE) 

Absolute stereochemistry. 



RN 160230-23-9 CAPLUS 

CM Butanedi amide, Nl-[ (IS, 2R) -3-( [ [3- (acetylamino)phenyll sulfonyl] (2- 
methylpcopyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2~ [ (2- 
quinoUnylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-24-0 CAPLUS 

CN Butanediamide, Nl- [ (IS. 2R) -3-( (2, 1, 3-benzoxadiazol-4-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydro3ry-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDSC NAME) 

Absolute stereochemistry. 



RN 160230-25-1 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -3- [ f (dimethylamino) sulf onyl] (2- 
methylpropyl) amino] -2 -hydroxy- 1- (phenylmethyl) propyl] -2-( (2- 
quinoUny lea rbonyl) amino]-, (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-50-2 CAPLUS RN 160333-42-6 CAPLUS 

CN Butanediamide, N-[ (IS, 2R) -3- [ [ [4- (acetylamino)phenyl) sulfonyl] (2- CN Butanediamide, Nl-[ (IS, 2S) -3-{ ( C4- (acetylamino) -3-f luorophenyl] sulfonyl] (2- 
raethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl]- (9CX) (CA INDEX methylpropyl) amino] -2-hydroKy-l- (phenylmethyl) propyl] -2- [ (2- 

NAME) quinoUny Icarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Absolute stereochemistry. 



RN 160231-93-6 CAPLUS 

CN Butanediamide, Nl-niS,2S) -2-hydroxy-3<[ ( (S- (3-isoxazolyl) -2- 

thlenyl] sulfonyl] (2-Bethylpropyl) aaino] -1- (phenylmethyl) propyl] ~2-[ (2- 
qulnollnylcarbonyl) amino] (2S)> (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


HN 160333-43-7 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2S) -3-( (2, l,3-benzoxadlazol-4-yl8ulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
qulnollnylcarbonyl) amino}-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160231-96-9 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3-Cn<- (acetylamino) -3- 

f luorophenyl] sulfonyl] (phenylmethyl) amino] -2-hydroxy-l- 

(phenylmathyl) propyl] -2- [(2-qulnollny Icarbonyl) amino]-, (2S)- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 


o 



RN 160333-44-8 CAPLUS 

CN Butanediamide, Nl- [ (IS, 23) -3- [[ [4- (acetylamino) phenyl] sulfonyl) (2- 
methylpropyl) amino] -2-hydro»y-l- (phenylmethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Butanedlamide, Nl-[(lS,2S)-3-[(I3-(acetylainino)-4-fluorophenyl]sulfonyl] (2- 
Dethylpcopyl) aaino] -2-hydro«y-l- (phenyloethyi) propyl] -2- [ (2- 
qiUnoUnyXcarbonyl) amino]-, (2S)- (9CI) (CA INDEK NAME) 

Absoluts stateochenlstry. 
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AB Quinoxaline derivs. in codoination vrlth protease inhibitors and reverse 
transcriptase inhibitors inhibited HIV replication in human lymphocytes. 
Such 3-vay con^i nations are synergistic and may be used to treat persons 
vith mv infections or AIDS. 

IT lB1703-tf9-5, AM 11686 

RL: BAC (Biological activity or effector, except adverse) » BPR <Biologieal 
process)/ BSU (Biological study, unclassified)* BIOL (Biological study)/ 
PROC (Process) 

(AIDS and HIV infections treatment by combinations of qiiinoxalines and 
reverse transcriptase inhibitors with protease inhibitors such as) 
RN 181703-69-5 CAPLUS 

CN Butanediaaide, Nl-{ (ls,2R)-2-hydroicy>3*[ (2-raethylpropyl) (methylsulf onyl) am 
ino] -l-(phenylmethyl) propyl] -2- [ (2oquinolinylcarbonyl) amino] -, (2S)- (9CI) 
(CA INDEX NAME) 

Absolut* stereochemistry. 
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AB The title cos^xls. I [A - 3-tetrahydrofucyloxycarbonylj D' - 

(un) substituted alkyl; E - (un) substituted acyl] are prepared This 
invention also relates to phanaaceutical cwnpns. coiqacisiog these cospda. 
The coBpda^ and pharmaceutical coapns. of this invention are particularly 
veil suited for inhibiting HZV-1 and HIV-2 protease activity and 
consequently, nay be advantageously used as antiviral agents against the 
HIV-1 and HlV-2 viruses. This invention also relates to methods for 
inhibiting the activity of HIV aspartyl protease using the coapds. of this 
invention and nethods for screening coiqxls. for anti^HIV activity. The 
title cofflpds. inhibit HIV replication at concentration of i 100 M, 
IT 16023(H0S-7P i60230H>«>8P 1S0230-07-9P 
160230-08-OP i60230-0»-l» 1S0230-1O-4P 
160230-11-SP 160230-12-6P 160230«13>7P 
160230-14-8P I60230>1S-9P 160230-16-OP 
160230-17-lP 160230-18-2? 160230-19-3P 
160230-20~6P 160230-21-7P 160230-22-8P 
160230-23-9P 160230-24-OP 160230-25-lP 
160230-50-2P 16023 1-93-6P 16023 1-96-9P 
i60333-42-6P 160333-43>7P 160333-44-8P 
160333-4S-9P 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified)* 5PN (Synthetic preparation); THU (Therapeutic use)i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of sulfonamide inhibitors of aspartyl protease) 
RN 160230-05-7 CAPLUS 

CN Butanediamide, Nl-{ (1S,2R) -2-bydroKy-l- (phenylmethyl) -3- 
{ (phenylttethyl) (phenylsulfonyl) amino] propyl] -2-[ (2- 
quinollnylcarbonyDaaino)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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UN 160230-07-9 CAPLUS 

CN Butanedianide, Nl-[(15,2R)-3-[[(3r5-dimethyl-4- 

isoxazolyl) sulf onyl) (phenylnethyl) amino] -2-hydroxy-l* (phenylnethyl) prqpyl] - 
2-[(2-quinolinylcarbonyl)anino]-, (2S»-(9Cl» (CA INDEX HAHE) 

Absolute stereochemistry. 




RN 160230-08-0 CAPLUS 

CN Butanediaoide, Nl-[ (15, 2R) -2-hydroxy-l- (phenylmethyl) -3-[ (phenylawthyl) { [3- 
( trif luoronethyl) phenyl} sulf onyl] amino] propyl] -2- [ (2- 
quinoUny^ca^bonyl) amino]-, (25) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


NH2 


160230-06-8 CAPLUS 

Butanedianide, Nl- [ (IS, 2R) -3-[[ [3- (acetylamino) -4- 
fluorophenyl] sulfonyl] (phenylnethyl) anino] -2-hydro»y-l- 
(phenylnethyl) prc^l] -2-[ (2-quinol±nylcarbonyl) anino] (2S) - 
INDEX HAKE) 



Absolute stereochemistry. 


RN 160230-09-1 CAPLUS 

CN Butanedi amide, Nl-[ (IS, 2R) -3- [({2- (acetylamino) -4-methyl-5- 

thiazolyl] sulfonyl] (phenylnethyl) amino] -2-hydroKy-l- (phenylnethyl) propyl] - 
2-[ (2-quinoUnylcarbonyl)afflino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RH 160230-10-4 CAPLUS 

CN Butanedianide, Nl- ( (IS, 2R) -2-hydro>ry-3-[ ( [5- (3-isoxazolyl) -2- 

thienyl] sulfonyl] (phenylnethyl) amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) anino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

X 

O ^NH2 OH r , . 

o 0 0 


RN 160230-11-5 CAPLUS 

CN Benzoic acid, 3-[ [{ (2R,3S)-3-( [ (2S) -4-anino-l,4-dioito-2-[ (2- 
quinolinylcarbonyl) anino] butyl] amino] -2-hydroxy-4- 
phenylbutyl] (phenylmethyl) amino] sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochenietry. 


RN 160230-13-7 CAPLUS 

CN Butanedianide, Nl-t (1S,2R) -3-t (2,l,3-ben^o«adiazol-4- 
ylsulf onyl) (phenylmethyl) anino] -2-hydro«y-l- (phenylnethyl) propyl] -2- [ (2- 
qulnolinylcarbonyl) anino] (2S)- (9CI) (CA INDEX NAME) 

Absolute steteochenistry. 





RN 160230-14-8 CAPLUS 

CN Butanedianide, Nl- ( (IS, 2R) -3- [ [ (3- (aminosulf onyl) phenyl] sulfonyl] (phenylme 
thyl) amino] -2-hydrosy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


i //w 

L O 0 

Ph 


RN 160230-12-6 CAPLUS 

CN Butanedianide, Nl-{ (lS,2R)-2-hydroxy-3-[ (methylsulfonyl) (phenylmethyl) ami 
o) -1- (phenylnethyl) propyl] -2-{ (2-quinolinylcarbonyl) amino}-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



160230-15-9 CAPLUS 

Butanediamide, Nl- ( (IS, 2R) -3- ([ (dimethylamino) sulfonyl] (phenylmethyl) amino 
] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino) -, 
(2S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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(Continued) 



RN 160230-16-0 CAPLUS 

CN Butanediaaida, Nl-[ (1S,2R) -2-hydro«y-3-{ |2-BWthylpropyl) [ [5-(2-pyridlnyl)- 
2-thi0nyl] sulf onyl) aaino] -1- (phenylnathyl) propyl] -2-[ (2- 
quinoUnylcacbonyl) anino] (2S)- (9CX) (CA INDEX NAME) 

Absolute stereocheaistry. 



RN 160230-17-1 CAPLUS 

CN Butanediamlde, Nl-[ (1S,2R) -2-hydroKy-3-[ (2-raethylpropyl) [ [4- 

(phenylsulf onyl) -2-thienyl] sulf onyl] aniino] -1- (phenylmethyl) propyl] -2- 
quinollnylca^onyDanlno]-, {2S)~ <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-18-2 CAPLUS 

CN Butanediamide, Nl-[ (15, 2R) -3-[ [ (4-f luorc^henyl) sulfonyl] (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] ~2- [ (2- 
<|uinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-19-3 CAPWS 

CN Butanedianide. Nl- [ (IS, 2R) -3- [ [ [4- (acetylaminP) -3-f luort^henyl] sulfonyl] (2- 
methylpropyl) aaino] -2-hydroiiy-l- (phenylmethyl) pre^l] -2-( (2- 
quinoUnylcarbonyl] amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-20-6 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- ( [ [3- (acetylamino) -4-fluorophenyl]sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- { (2- 
quinoUnylcarbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-21-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3-[ [ [4- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-. (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. - 
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RN 160230-22-8 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- [[ [2- (acetylamino) -4-methyl-5- 
thiazolyl] sulfonyl] (2-methylpropyl) amino] -2-hydroxy-l- 
(phenylfflethyl)pr^l]-2-{(2-quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA 
INDQC NAME) 

Absolute stereochemistry. 



CN Butanediamide, Nl-[ (IS, 2R) -3-[ [ [3- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroKy-l- (phenylmethyl) pr^l] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-24-0 CAPLUS 

CN Butanediamide, Nl-{(lS,2R)-3-[ (Z,l,3-benzo«adiazol-4-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydroKy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-25-1 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -3-[ [ (dimethylamino) sulf onyl] (2- 

methylpropyl) amino} -2-hydroxy-l- (phenylmethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-50-2 CAPLUS 

CN Butanediamide, N-[ (IS, 2R) -3- [ [ [4- (acetylamino) phenyl] sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] - (SCI) (CA- INDEX 
NAME) 

Absolute stereochemistry. 


O 



,NH2 


RN 160231-93-6 CAPLUS 

CN Butanediamide, Nl-[ (1S,2S) -2-hydroxy-3-tt [5- (3-isoxazolyl) -2- 

thienyl] sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl) -2- [ (2- 
c(uinoUnylcarbonyl) amino]-, (2S)- (SCI) (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 160231-96-9 CAPUTS 

CN Butanedianid*, Kl-( (lS,2R)-3-C( l4-<acetylaaino)-3- 
f luorophenyl] sulf onyl] (phenylm«thyX) amino] -2-hydraicy-l- 
(pbenylmthyl) propyl] -2- [ (2-quinolinylcadbonyl) amino] (2S) - 
INOBX NAHS) 

Absolute stereochenietry. 



RN 160333-42-6 CAPLUS 

CN Butanedlamide, Nl-( (lS,2S)-3-{([4-(acetylaBino)-3-fluorophenyl]aulfonyl] (2- 
nethylpropyl) amino] -2-hydroHy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino}-, (25)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-43-7 CAPLUS 

CN Butanediamide, Nl-{ (lS,2S)-3-[ (2,l,3-benzoxadiazol-4-ylsulfonyl) (2- 
metbylpropyl) amino] -2-hydro«y-l- (phenylmethyl) prc^l] -2-t (2- 
quinolinylcarbonyl) amino] (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH2 OH i-Bu 



RN 160333-44-8 CAFLUS 

CN Butanediamide, Nl-( (1S,2S) -3-{ [ [4-(acetylaaino)phenyl)sulfonyll (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H I j //\\ 


160333-45-9 CAPUTS 

Butanediamide, Nl-[ (15, 25) -3- [ [ [3- (acetylamino) -4-f luorophenyl] sulf onyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 



O 

^■'''''^NH2 OH i-Bu [^^^^^^If^ 
_ : n n 


KLt RCr (Reactant); SPN (Synthetic preparation)! PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of sulfonamide inhibitors of aspartyl protease) 
186463-21-8 CAPLUS 

Butanediamide, Nl-[ (1S,2R) -3-[ [ [3- (aminosulf onyl) phenyl] sulf onyl] (phenylme 
thyl) amino] -2-hydcoJty-l- (phenylmethyl) propyl] -2- [ (2- 
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quinolinylcarbonyl) amino]-, (2S)-, ■ono(trifluoroacetate) (salt) (9CI) 
(CA INDEX NAME) 


CRN 160230-14-8 

CMF C37 H38 N6 08 S2 


Absolute stereochemistry. 



CRN 76-05-1 
CMF C2 H F3 02 


-r 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
UUiGUAGE: 

FAMILY ACC. NW. COUNT: 
PATENT INFORMATION: 


1996:725344 CAPLUS 
126:75247 

Preparation of a- and ^araino acid 
hydroxyethylamino sulfonyl urea derivatives as 
retroviral protease inhibitors 

Vazquez, Michael L.; Mueller, Richard A. » Talley, John 
J.r Getraan, Daniel P.i Decrescenzo, Gary A. > Sun, Eric 
T. 

G.D. Searle and Co., USA 

U.S., 37 pp. 

CODEN: USXXAH 

Patent 

English 

1 


PATENT HO. 

KIND 

DATE 

APPLICATION NO. 


DATE 

US 5578606 

A 

19961126 

US 1992-969712 


19921030 

US 6022872 

A 

20000208 

US 

1996-709069 


19960906 

US 6211176 

Bl 

20010403 

US 

1999-345739 


19990701 

US 6403585 

Bl 

20020611 

US 

2000-731911 


20001208 

US 2003144342 

Al 

20030731 

us 

2002-138534 


20020506 

US 6683648 

32 

20040127 





US 2004171653 

Al 

20040902 

us 

2003-689513 


20031021 

PRIORITY APPLN. INFO. s 



us 

1992-968712 

A3 

19921030 




us 

1996-709069 

Al 

19960906 




us 

1999-345739 

Al 

19990701 




us 

2000-731911 

Al 

20001208 




us 

2002-138534 

Al 

20020506 


OTHER SOURCE (S): 
GI 


HARPAT 126:75247 


(CH2)nR« 



AB a- And ^amino acid hydroxyethylamino sulfonyl urea derivative 

coa^s., e.g. I [R3 - Cl-8 alkyl, (un) substituted Cl-8 alkylphenyl, Cl-8 
heteroaralJcylJ R8 - (un) substituted Ph, heterocyclyl, CN, OH, C02H, Cl-8 
allcylthio, (un) substituted phenylsulfonyl, Cl-8 alkanoyl, Cl-8 
alkoxycarbonyl, Cl-8 dialkylaminocarbonyl, N-Cl-8- alkyl-N- 
phenylcarbamoyl, 2-heterocyclylethoxy, heterocyclyl; n - 0-2] , are 
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effective as retroviral protease Inhibitors, and In particular as 
Inhibitors of HIV protease. Thus, coupling of protected 
aoino (hydroxy) phenylbutylasdne II (Z - PhCH202C) (prepd. in 3 steps froa 
chloroaethyl ketone Z-L-Phe-CH2C1) with ClS02NBC3le2G02H«. followed by 
hydroge no lysis and coupling with Z-Aan-CB gave inhibitor III. 

IT 1B5256-67-1P 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified); SFN (Synthetic preparation) t THU (Therapeutic U9e)t 
BIOL (Biological study)} PREP (Preparation) I USES (Uses) 

(preparation of hydrosyethylaaino sulfonyl urea peptide derlvs. as 

retroviral protease Inhibitors) 
RN 1B52S6-67-1 CAPLUS 

CN 10-Thia-2*S,9.11-tetraazatridecaiiedioic acid, 3-(2'-aaiiio-2-osoethyl)-7- 
)iydraay-12, 12-<liDetl)yl-9- (2-Dftthylprqiyl) -4-oso-6- (phenylmethyl) 
13-methyl 1- (phenyloetfayl) ester. 10. lO-dioatide.. [3S«t3It*.fill*.7S*)l- (9CI) 
(CA INDEX HAKE) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


PATENT ASSIGIIEE(S): 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 
FAMILY AOC. HU 
PATENT INFORHATXON: 


CAPLUS COPYRI^ 2005 ACS on STN 
1996:601709 CAPLUS 
125:238651 

Use of qulnoxalines and protease inhibitors in a 
composition for the treataent of AIDS and/or HIV 
infections 

Paessens, Arnold; Blunck. Martini Riess, Guentheri 

KlelD, Joerg-Peter/ Roesner, Manfred 

Bayer A.>G., Germany 

Eur. Pat. Appl.. 24 pp. 

OODEN: EPXXDV 

Patent 

Geraan 


PATENT NO- 

KIND 

E3ATE 

APPLICATION HO. 

DATE 

EP 728481 

A2 

19960828 

EP 1996-102129 

19960214 

EP 728481 

A3 

19980708 



R: AT, BE, 09 

DE, DX, 

ES, FR, 6B 

, 6R. IE. IT. LI. 

LU, MC. NL. PT. 

DE 19506742 

Al 

19960829 

DE 1995-19506742 

19950227 

AU 9645615 

Al 

19960905 

AU 1996-45615 

19960220 

AU 710158 

B2 

19990916 



CA 2170222 

AA 

19960828 

CA 1996-2170222 

19960223 

FI 9600850 

A 

19960828 

FI 1996-850 

1996C223 

JP 08245392 

A2 

19960924 

JP 1996-60286 

19960223 

IL 117247 

Al 

20001031 

IL 1996-117247 

19960223 

NO 9600775 

A 

19960828 

NO 1996-775 

19960226 

ZA 9601516 

A 

19960903 

ZA 1996-1516 

19960226 

BR 9600809 

A 

19971223 

BR 1996-809 

19960226 

CN 1141196 

A 

19970129 

CN 1996-102709 

19960227 

PRIORITY APPLN. INFO. > 



OB 199S-19S06742 

A 19950227 

OTHER 50URCS(S): 

HARPAT 

125$ 238651 





AB Combinations of a quinoxaline derivative [I; Rl - halo, OH, N02, 
(substituted) 

amino, N3, CF3, CF30, Cl-8 alkyl, CN, (substituted) Ph, H-heterocyclyl, 
etc.! R2, R5 - H, OH, Cl-6 alkoxy, acyloxy, Cl-6 acyloxy, CH, 
(substituted) amino, (substituted) Cl-8 alkyl, (substituted) C2-8 alkenyl, 
(substituted) C3-B alkynyl, (substituted) C3-e cycloalk(en)yl, etc.; R3, 
R4 - H, (substituted) Cl-8 alkyl, (substituted) C2-8 alkenyl, 
(substituted) C3-8 eycloalk(en)yl. (substituted) aryl, etc.; or R3R4 or 
R3R5 co^lete a (substituted) ring; X - O, S, Se, NR2; n - 0-4] and a 
peptidoodmetic protease inhibitor are useful for treatment of HIV 
infections and AIDS. Thus, I (Rl - 6-MeO, R2 - R3 - H, R4 - (S)-MeSCH2, 
R5 - i-Pr02C, X - S] (0.7-6 nM) and saquinavir (6-50 nM) synergistically 
inhibited syncytium formation in HIV-infected human lymphocytes in vitro. 
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IT iai703-6»-5 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(use of qulnoxalines and protease inhibitors foe treatment of AIDS and 

HIV infections) 
RN 181703-69-5 CAPLUS 

CH Butanediamide, Nl-( (IS, 2R) -2-hydroxy-3- [ {2-raethylpropyl) (me'thylsulfonyl) am 
ino] -1- (phenylmethyl) propyl} -2- [ (2-qulnolinylcarbonyl) amino] -, <2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT NUMBER: 124:220480 

TITLE: Retroviral protease Inhibitor combinations 

INVENT0R(5): Bcyant, MarUn L.; Potts, Karen E.I Smidt, Mary; 

Tucker, Simon P. 
PATENT ASSIGNEE (S): G.D. Searle and Co., USA 

SOURCE: PCT Int. Appl., 64 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

WO 

9533464 



A2 


19951214 


WO 1995-US6673 


19950602 

WO 

9533464 



A3 


19960104 






W: AM, 

AT, 

AU, 

BB, 

BG, 

BR, BY, 

CA 

CH, CN, CZ, DE. 

DX. 

EE, ES, FI, 


GB, 

GE, 

HU, 

IS, 

JP, 

KE, KG, 

KP 

KR, KZ, LX, LR. 

LT, 

LU, LV. MD, 


HG, 

KN, 

MW, 

MX, 

NO, 

NZ, PL, 

PT 

RO, RU, SD, SB, 

SG, 

SI, SK, TJ, 


TH, 

TT 










RW: KE, 

MW, 

SD, 

SZ, 

UG 

AT, BE, 

CH 

DE, DK, ES, FR, 

GB, 

GR, IE, IT, 


LU, 

MC, 

NL, 

PT, 

SE 

BF, BJ, 

CF 

CG, CI, CM, GA, 

GN, 

ML, MR, NE, 


SN, 

TD, 

TG 








CA 

2191948 



AA 


19951214 


CA 1995-2191948 


19950602 

AU 

9526510 



Al 


19960104 


AU 1995-26510 


19950602 

AU 

696299 



B2 


19980903 





EP 

762880 



Al 


19970319 


EP 1995-921429 


19950602 


R: AT, 

BE. 

CH, 

DE, 

DK 

BS, FR, 

GB 

GR, IE, IT, LI, 

LU 

NL, PT, SE 

BR 

9507912 



A 


19970812 


BR 1995-7912 


19950602 

CN 

1166786 



A 


19971203 


CN 1995-194464 


19950602 

HU 

76979 



A2 


19980128 


HU 1996-3328 


19950602 

JP 

10505324 



T2 


19980526 


JP 1995-501057 


19950602 

NZ 

287702 



A 


20000623 


NZ 1995-287702 


19950602 

US 

6100277 



A 


20000808 


US 1995-458154 


19950602 

PL 

180070 



Bl 


20001229 


PL 1995-317425 


19950602 

RU 

2166317 



C2 


20010510 


RU 1997-100123 


19950602 

NO 

9605136 



A 


19970120 


NO 1996-5136 


19961202 

FI 

9604835 



A 


19970129 


FI 1996-4835 


19961203 

US 

2003207813 


Al 


20031106 


US 2002-253899 


20020925 

PRIORITY APPLN. 

INFO.: 





US 1994-253638 


A2 19940603 









WO 1995-US6673 


V 19950602 









US 1996-737960 


Bl 19961209 


AB A method is disclosed for the treatment of mafflmallan retrovirus 

infections, e.g. HIV, using combinations of retroviral protease inhibitors 
which are effective in preventing the replication of the retroviruses in 
vitro or in vivo. In particular, the invention provides protease 
inhibitor compds. used in combination therapy with other protease 
inhibitor compds. Also disclosed is combination therapy with a 
combination of protease inhibitors and antiviral agents other than 
protease Inhibitors. Preparation and activity of selected inhibitors is 
included. 

IT 160676-92-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(retroviral protease inhibitor combinations, and protease inhibitor 
preparation) 
RN 160676-92-6 CAPLUS 

CN Butanediamide, Nl-[3- [ ( ( (1, 1-dimethylethyl) amino] sulf onyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-£ (2- 
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quinoUn/lcarbonyDaiBino]-, [1S*[1R« (R*).2S«)]- (9CI) (CA INDEX NAHE) 

Absolutt st«r«och«ffllstry. 
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DOCUMENT NUMBER: 
TITLE; 

AUTHORfS) : 

CORPORATE SOURCE: 


SOURCE: 


PUBUSHER: 
DOCUMENT TYPE; 
LRNGUAGE: 
AB Certain coepda. 


CAPLUS COPYRIOrr 2005 ACS on STN 
1996:47171 CAPLUS 
124:193129 

Deteralnation of prot«in binding b/ in vitro charcoal 
adsorption 

Yuan« Jinhuai Yang, Dai Chang t Birkaaier, Jilli 
Stolzenbach, Jara«9 

Pharraaco)cinetic3, Bioanalytical and RadiochCDlstcy 
Function, G. 0. Searle Rasaarch and Davelqpaant, 
Skokie, IL, 60077, USA 

Journal of Phanaacolcinetics and Biopharmacautlca 
(1995), 23(1), 41-SS 
OODEH: JPBFBJi ISSN: 0090-4e6X 
Plenum 
Journal 
English 

such as SC-521S1 have extensive nonspecific adsorption to 
the ultrafiltration devices or to dialysis Deobranes and therefore can not 
be neasured by the conventional ultrafiltration or equilibriua dialysis 
nethods. A nev aethod based on charcoal adsorption vas developed to 
overcome this difficulty. Unlilee many conventional methods, vhlch are 
baaed on the separation of free drug from bound drug under equilibriua 
conditions, 

the nev method is operated under nonequil. conditions and involves 
measuring the time course of decline of the percentage of bound drug 
remaining in plasma vhile the free drug Is being removed by charcoal 
adsorption. Theor. aspects of the method and the data processing 
procedure are presented. 5C-98A, a compound vith minimal nonspecific 
adsorption to the ultrafiltration membrane, was used to demonstrate the 
applicability of this method against the ultrafiltration method. Using 
this method, the protein binding of SC-52151 in human plasma at 1.0 
Ixg/aL vas determined to be in the range of 91.4>97.7% at room temperature 

IT 157445-98-2, SC 98 A 

RL: BPR (Biological process)! BSU (Biological study, unclassified)! THU 
(Therapeutic use) i BIOL (Biological study)* PROC (Process) > USES (Uses) 
(protein binding determination fay In vitro charcoal adsorption) 

RN 157445-98-2 CAPLUS 

CN Butanoic add, 4-[ [ (lS,2R)-2-hydroay-3>[ (3-methylbutyl) (phenylaulfonyDaal 
no)-l-(phcnylmethyl)propyl]anino]-2.2,3-triBethyl-4-o»o-, (3R)- (9CI) (CA 
INDBC-NAMBr 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S): 


PATENT ASSIGNEE (S): 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 

7AMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1995:964989 CAPLUS 
124:176937 

N- { (Succinoylamlno) hydroxypropyl] sulfonamides useful 
as retroviral protease inhibitors 

Vazquez, Michael L.i Mueller, Richard A.i Talley, John 
J.I Getman, Daniel! Decrescenzo, Gary A. ! Freslcos, 

John N. 

G. D. Searle and Co., USA 

U.S., 32 pp. Cont.-in-part of U.S. Ser. No. 935,490, 

abandoned 

COOEN: USXXAM 


Patent 
English 
2 


PATENT NO. 

KINO 

DATE 

APPLICATION NO. 


DATE 

US 

5463104 

A 

19951031 

US 

1993-110912 


19930824 

AT 

154800 

E 

19970715 

AT 

1993-920213 


19930824 

BS 

2103488 

T3 

19970916 

ES 

1993-920213 


19930824 

US 

5714605 

A 

19980203 

us 

1995-541350 


19951010 

US 

5760076 

A 

19980602 

US 

1995-541747 


19951010 

US 

6022994 

A 

20000208 

US 

1996-41016 


19980312 

US 

6313345 

Bl 

20011106 

US 

1999-419816 


19991018 

US 

2002137942 

Al 

20020926 

US 

2001-884462 


20010620 

US 

6469207 

B2 

20021022 





us 

2003220508 

Al 

20031127 

us 

2002-237184 


20020909 

us 

6727282 

B2 

20040427 





us 

2005004043 

Al 

20050106 

us 

2004-784916 


20040224 

UTY APPLN. INFO. : 



us 

1992-935490 

B2 

19920825 





us 

1993-110912 

A3 

19930824 





us 

1995-541350 

Al 

19951010 





us 

1995-541747 

Al 

19951010 





us 

1998-41016 

Al 

19980312 





US 

1999-419816 

Al 

19991018 





us 

2001-884462 

Al 

20010620 





US 

2002-237184 

Al 

20020909 


OTHER SOURCE (S): 
GI 


HARPAT 124:176937 
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.V r31 r32 Y R2 

S(0)pR4 



S02Ph 



AB Succinoylamlno hydroxyethylamino sulfonamide conqsds. I or a 

pharmaceutlcally acceptable salt or ester thereof, vherein °p represents 0, 
1 or 2f n represents either 0 or l! X* represents N(R34) or 0! or R33X' 
represents cycloalkyl or aryl radicals! Y and Y' each independently 
represent 0 or S; Rl, R3G, R31 and R32 each independently represent 
hydrogen, OH, (CH2)C(0)CH3, CH2S02NH2, C02CH3, C0NHCH3, CON(CH3)2, 
CH2C(0)NHCH3, CR2C(0)N (CH3) 2, C0NH2, C(CH3)2(SH), C(CH3) 2 (SCH3) , 
C(CH3)2{S(0}CB3], C(CH3) 2[S (0) 2CH3} , alkyl, haloalkyl. alkenyl, alkynyl, 
aralkyl or cycloalkyl radicals, or the side chain of the amino acid 
asparagine, S-Me cysteine or the corresponding sulfoxide or sulfone 
derivs. thereof, leucine, isoleucine, allo-isoleucine, tert-leucine, 
phenylalanine, ornithine, alanine, norleucina, glutamine, valine, 
threonine, serine, o-alkyl serine, aspartic acid, p-cyanoalanine or 
allothreonine; or R30 and R32 together vith the carbon atoms to vhlch they 
are attached form a cycloalkyl radlcali R2 - e.g., alkyl, aryl, 
cycloalkyl! R3, R33, R34 - e.g., H, alkyl, haloalkyli R4 - e.g., alkyl, 
haloalkyl, alkenyl! R6 ■ H, alkyl; are effective as retroviral protease 
inhibitors, and in particular as Inhibitors of HIV protease. Thus, e.g., 
butanediamide II vas prepared by coupling of benzyl (R)-2,2,3- 
trimethylsuccinate (preparation given) with 2(R)-hydroxy-3-I (3- 
methylbutyl) (phenylsulf onyl) amino) -1 (S) - (phenyloethyl) propylamine 

(preparation 

given) followed by benzyl ester hydrogenolysis and amidatlon, and 
exhibited IC50 - 2 nH for inhibition of HIV protease. 
IT 157445-96-OP 15744S-97-1P i57445-98-2P 

157445- 99-3P 1S7446-00-97 15744S-02-1P 

157446- 03-2P 157446-04-3P 157446-05-4P 
i57446-06-5P 1S7446-07-6P 1S7446-08-7P 
i57446-09-8P 157474-44-7P 173590-71- IP 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) » THU (Therapeutic use) ! 
BIOL (Biological study)! PREP (Preparation)! USES (Uses) 

(N-[ (succinoylamlno) hydroxypropyl] sulfonamides useful as retroviral 

protease inhibitors) 
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RN 157445-96-0 CAPLUS 

CN Butanediaoide, N4-[ (1S,2R) -2-hydroKy-3-[ (3-m«thylbutyl) (phenylsulfonyl) ami 
no]-l-<phenyla«thyl)prapyl)>2,2,3-trlasthyl-, <3R)- (9CI) (» INDEX NAME) 

Absolute steraoeheoistcy. 



Hs He 


RN 157445-97-1 CAPLUS 

CN Butanolc acid, 4-[[2-hydroxy-3-[ (3-iMthylbutyl) (phenylaulfonyl) amino] -1- 
|pbenylBethyl)prc^i]amino]-2,2,3-tcimetliyl-4*axo-, phenylmetbyl ester, 
{1S-[1R*(S*),2S«]1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me Me 


RN 157445-98-2 CAPLUS 

CN Butanoic acid, 4- [ [ (1S,2R) -2-hydroxy-3- [ (3-methylbutyl) (phenylsulfonyl) ami 
no]-l-(phenylmethyl)propyl]amino]-2,2,3-trimethyl-4-o]io-, (3R}- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


U AHSVER 16 OF 23 CAPLUS OOPYRIGHT 2005 ACS on STN (Continued) 


Ph 



Ha He 


RN 157445-99-3 CAPU;s 

CN Butanoic acid, 4- ( [2-hydro8y-3-t (2-Bethylpropyl) (phenylsulfonyl) amino] -1- 
{ phenylmetbyl) propyl] amino] -2,2, 3-tcimethyl-4-oxo-i phenylmetbyl ester, 
[1S-[1R*(S*),2S*]}- (9CI) (CA INDEX NAHE) 

Absolute stereocbeaistry. 



RN ■ 157446-00-9 CAPLUS 

CN Butanoic acid, 4- ( [2-hydroay-3- [ (2-mat)iylpcopyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-o«o-, [IS- [IR* (5*) ,2S*] ] - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1574 4 6-02-1 CAPLUS 

CN Butanoic acid, 4-C[2-hydroxy-3-[ [ (4-metboxyphenyl)sulfonyl] (2- 
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methylpropyl) amino] -1- (phenylraethyl) propyl] amino] -2, 2, 3-trlmethyl-4-( 
phenylmethyl ester, [IS-tlR* (S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-03-2 CAPLUS 

CN Butanoic add, 4-H2-hydroxy-3-[ [ (4-methosyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3-trimetfayl-4-oxo-, 
[1S-[1R*(S*),2S*}]- (9a) (CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 
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RN 157446-06-5 CAPLUS 

CN Butanoic acid, 4-[[2-hydroJcy-3-t{ {4-netboicypbenyl)sulfonyll (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, 
phenylmethyl ester, [lS-[in* (S*) ,2S*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



He 0 


RN 157446-04-3 CAPLUS 

CN Butanedlanide, N4-{ (1S,2R) -2-bydro)iy-3-[[ (4-nethoxyphenyl)sulfonyl] (2- 

methylpcopyl) amino] -I- (phenylmethyl) propyl] -2, 2, 3-trimethyl-, (3R) - (9CI ) 
(CA INDEX NAHE) 

Absolute stereochemistry. 



OH Ph 


RN 157446-05-4 CAPLUS 

CN Butanediamide, N4-[ (1S,2R) -2-hydroicy-3-[ [ (4-methO][yphenyl)aulfonyl] (3- 
methylbutyl) amino] -1- (phenylmethyl) propyl) -2, 2, 3-trimethyl-, (3R)- (9CI} 
(CA INDEX NAHE) 

Absolute stereochemistry. 


RN 157446-07-6 • CAPLUS 

CN Butanediamide, N4-[ (lS,2R)-3-C[ (4-£luorophenyl)sulfonyl] (3- 

metbylbutyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2, 2, 3-trimethyl-, 
(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.NH2 


He O 


RN 157446-08-7 CAPLUS 

CN Butanoic acid, 4-( (3- [ C luorophenyl) aulfonyl] (3-nethylbutyl) amino] -2- 

hydroxy-1- (phenylmethyl) propyl} amino] -2, 2, 3-trimethyl- 4 -oxo-, phenylmethyl 
ester, [1S-[1R* (S*),2S*]]- (9CI) (CA INDEX NAHE) 


Absolute stereochemistry. 
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RN 157446-09-B CAPLUS 

CN Butanoic acid, <- [ {3- [ [ (4-f luorophenyU aulf onyl] (3-methylbutyl) amino] -2- 
hydrosy-1- (phenylmetliyl) propyl] aodLno] -2, 2, 3-triimthyI-4-ojio-, 
(1S-[1R*(S*),2S*]]- (9CZ) (CA INDEX NAHE) 


Absolute stereochemistry. 



RN 157474-44-7 CAPLUS 

ON Butanoic acid, 4-'[ [2-hydroxy-3- [ [ (4-raethoxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylnethyl) propyl] amino] -2* 2* 3'trimethyl-4-oxo-, 
[1S-{1R*(5M,25*]1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



He 


RN 173590-71-1 CAPLUS 

CN Butanedianide, N4- [ (15, 2R) -2-hydcoxy-3-[ (2-methylpropyl) (phenylsulfonyl) am 

ino}-l- (phenylnethyl) propyl] -2, 2, 3-trimethyl-, (3R)- (9CI) (CA INDEX C 
NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBERt 1995:871984 CAPLUS 

DOCUHSNT NUMBER: 123:279761 

TITLE: Hydroxyethylamino sulfonamides useful as retroviral 

protease inhibitors 

INVENTOR(S)t Vazquez, Michael L.j Mueller, Richard A. j Talley, John 

J.; Getman, Daniel P.; Decrescenzo, Gary A.; Freskos, 
John K.t Bertenshav, Deborah E. i Beintz^ Robert H. 

PATENT ASSIGMEE(S): G.D. Searle and Co., USA; Monsanto Co. 

S0UIU:E: PCT Int. Appl., 255 pp. 

CODEN: PIXXD2 

OOCUKENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 6 

PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

VO 9506030 



Al 


19950302 


WO 1994-US9139 


19940823 

V: AM, 

AT, 

AU, 

BB, 

BG, 

BR, BY, 

CA 

CH, CN, CZ, DE, 

DX, 

ES, FI, GB, 

6E, 

HU, 

JP, 

KE, 

KG 

KP, KR, 

KZ 

LK, LT, LU, LV, 

HD, 

H6, HN, Htf, 

NL, 

NO, 

NZ, 

PL, 

PT 

RO, RU, 

SD 

SE, SI, SK, TJ, 

TT, 

UA, US, US, 

UZ, 

VN 









RV: KE, 

MV, 

SD, 

AT, 

BE 

CH, DE, 

DX 

ES, FR, GB, GR, 

IE« 

IT, LU, HC, 

NL, 

PT, 

SE, 

BF, 

BJ 

CF, CG, 

CI 

CM, GA, GN, ML, 

MR. 

NE, SN, TO, TG 

US 5843946 



A 


19981201 


US 1993-110911 


19930824 

US 6060476 



A 


20000509 


US 1994-204827 


19940302 

AU 9476697 



Al 


19950321 


AU 1994-76697 


19940823 

EP 715618 



Al 


19960612 


EP 1994-927162 


19940823 

EP 715618 



Bl 


19981216 





R: AT, 

BE, 

CH, 

OE, 

OK 

ES, FR, 

6B 

GR, IE, IT, LI, 

LU, 

NL, PT, SE 

US 6046190 



A 


20000404 


US 1996-586866 


19960124 

PRIORITY APPW. 

INFO. : 





US 1993-110911 


A 19930824 


US 1994-204827 A 19940302 

US 1992-934984 B2 19920825 

WO 1993-US7814 A2 19930824 

US 1994-204872 B2 19940302 

WO 1994-US9139 V 19940823 

OTHER SOURCE(S): MARPAT 123:279761 

AB Ryroxethylamino sulfonamide compds. AC (: Y)NR6CHR2CHOHCH2NR3S ( :0) xR4 [I: 
R2- (substituted) alkyl, aryl, cycloaDcyl, cycloallcylaDcyl, aralkyl) R3-H» 
R3,R4>R2, alkenyl, alkynyl, heterocycloalkyl, -aryl, -aralkyl, 
-cycloalkyalkylf R6-H, alkyli x-1,2; Y-0, S; A-RO, R< R-alkyl, alkenyli 
(hetero)aryl, cycloalkyl, cycloalkylalkyl, aralkyl, NH2, mono- or 
disubstituted amino, etc.] are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Many 
inhibitors were prepared by (1) preparing an N-protected amino epoxide and 

(2) 

reacting this with an amine and (3) preparing a sulfonamide by reacting vlth 
a sulfonyl chloride or sulfonyl anhydride in the presence of an acid 
scavenger. The amino function of the sulfonamide vas then (4) deprotected 
and (5) reacted with a carboxylate. In vitro HIV protease assays with 
these conpds. revealed inhibitors vlth ICSO's as low as 1.4 nN, e.g. 
[1S-(1R* (S*).2S*]]-I (A-p-MeOC6H4CH20CONHCH2CHMei Y-0» R6-H1 R2"-ben2yl» 
R3-3-methylbutyl> ic-27 R4 -phenyl) . 
IT 159005-89-7P 159005-91-lP 15900S-95-5P 
159006-21-OP 

RL: BAC (Biological activity or effector, except adverse) 1 BSU (Biological 
study, unclassified)} SPN (Synthetic preparation) x BIOL (Biological 
study) f PREP (Preparation) 

(hydroxyetliylamino sulfonamides useful as retroviral protease 
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inhibitors) 
RN 159005-89-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-3- [ (3-Rathylbutyl) (methylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] ~, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute Stereochemistry. 



RN 159005-91-1 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-3-I (3-methylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -2- [ (2-c^nolinylcarbonyl) amino] -, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-95-5 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R} -2-hydroxy-3- [ (3-methylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propy l].-N4-methy 1-2- [ (2-quinolinylcarbonyl) amino]-, 
(2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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nf 159006-21-0 CAPLUS 

CH Carbaoic acid, [ (lS)-3-anino-l-[ ([ (lS,2R)-2-hydroxy-l-(phenylsethyl) -3- 
{ (phsnylsulfbnyDprqpylawLnoI propyl] anino] carbonyl] -3-osopropyl] 
phenylnethyl eater (9CI) (CA INDEX NMfE) 

Absolute stereochemistry. 



XT 159005-92-2 159006-06-1 

RL: ROT (Reactant) ; RACT (Reactant or reagent) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-92-2 CAPLUS 

CM Carbamic acid, t (lS)-3-ajnino-l-t(l (1S,2R) -2-hydroxy-3-C (3- 

nethylbutyl) (phenylsulf onyl) aaino] -1- (phenylnethyl) pr<q3yl] anlno] carbonyl] - 
3-osopropyl] phenylmethyl ester (9CI) (CA INDEX NAHB) 

Absolute stereochemistry. 



m 159006-06-1 CAPLUS 

CN Butanediamide, 2-aBino-Nl-[ (lS,2R)-2-hydro«y-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylnethyl) propyl] (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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IT 15900S-90-0P 159OO6-05-OP 1S90O6-22-1P 

RL: PCT (Reactant) » SPN {Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7,10-triasaundecan-ll-oic acid, 9- (2-anino-2-oaoethyl) -5-hydroKy- 
3- (3-nethylbutyl) -8-0x0-6- (phenylnethyl)-, phenylnethyl ester, 
2,2-dioxide, (5R,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-05-0 CAPLUS 

CN Butanediamide, 2-amino-Nl-[ (lS,2R)-2-hydroxy-3-[ (3- 

nethylbutyl) (nethylsulf onyl) anino] -1- (phenylnethyl) propyl]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 



RN 159006-22-1 CAPLUS 

CN Carbamic acid, I (IS) -l-[ [ [ (IS, 2R) -2-hydrojcy-3-( (3- 

raethylbutyl) (phenylsulfonyl) amino} -1- (phenylmethyl) propyl] amino] carbonyl] - 
3-(Bethylanino)-3-osopropyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



t-BuO NH 


MeNH ^O 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR (S) : 


CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) 
AB 


RN 
CN 


CAPLUS COPYRKaiT 200S ACS On STN 
1995:352211 CAPLUS 
122:204547 

Inhibitors of HIV-1 Protease Containing the Novel and 
Potent (R)-(Hydroxyethyl)sulfonaiBide Isoatere 
Vazquez, Michael h.t Bryant, Martin L.i Clare, 
Michael; DeCrescenzo, Gary A.; Doherty, Elizabeth H.; 
Freskos, John N.; Getaan, Daniel P.; Houseman, Kathryn 
A.; Julien, Janet A. > et al. 

Searle Discovery Research, Skokie. IL, 60077, USA 
Journal of Medicinal Chemistry (1995), 38(4), 581-4 
OODEN: JMCMARi ISSN: 0022-2623 
American Chemical Society 

Journal 
English 

CASREACT 122:204547 
The authors have prepared and tested a series of novel and highly potent 
HIV-1 protease inhibitors based on the (R) - (hydroxyethyl) sulfonamide 
isostere. The isotere exhibits enhanced potency relative to the 
previously reported (hydroxyethyl)urea isotere. The preferred stereochem. 
for the critical hydroxyl group is R. X-ray crystallog. studies shov that 
these inhibitors bind to the protease in an extended fashion with one of 
the sulfonamide oxygens forming a hydrogen bond to the key structural 
water mol. Some of the coe^xls. showed excellent antiviral activity in 
vitro. 
199005-90-0 

RL: 6AC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) I PRP (Properties)! BIOL (Biological study) 
(inhibitors of HIV-1 protease containing novel and potent 
(R) -(hydroxyethyl) sulfonamide isostere in relation to antiviral 

activity) 
159005-90-0 CAPLUS 

2- Thia-3,7,10-triazaundecan-ll-oic acid, 9- (2-amino-2-oxoethyl)-5-hydroiiy- 

3- (3-methylbutyl) -8-0x0-6- (phenylmethyl) -, phenylmethyl ester, 
2,2-dioxide, (5R,6S,9S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 


Me2CH 



15900S-91-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); PRP (Properties); SPN (Synthetic preparation)! BIOL 

(Biological study) ; PREP (Preparation) 

(inhibitors of HIV-1 protease containing novel and potent 

(R)- (hydroxyethyl) sulfonamide isostere in relation to antiviral 

activity) 

159005-91-1 CAPUIS 


U ANSVER IB 0? 23 CAPLUS OOPYRIGOT 2005 ACS on STN (ConUnued) 

CN Butan«diaaide, Nl-[ (1S,2R) -2-hydroxy-3-{ O-oathylbutyl) (phenylsulfonyl) ani 

no]*l-(phenyljaethyl)prcipyl]>2-[(2-quinolinylcarbonyl)aaino]-, (2S)- (9CI) 

(CA INDEX NAME) 

Absolute sterttochetaistcy. 



XT l5»005-«»-7» 15»0OS-»2-2» 

KLx BAC (Biological activity or effector, except adverse)! B5U (Biological 
study, unclassified)) PRP (Properties) i SPN (Synthetic preparation)! THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(inhibitors of HIV-1 protease containing novel and potent 
(R) - (hydroxyethyl)sulfonaiiiide isostere in relation to antiviral 
activity) 
RN 159005-69-7 CAPLUS 

CN Butanedianide, Nl-[ (IS, 2R) -2-hydroxy-3-( (3-B8thylbutyl) (methylsulfonyl) ami 
fto]-l-(phenylnethyl)propylI-2-((2-qiiinolinylcarbonyl)aminol-, (25)- (9CI) 
(CA INDEX NAME) 

Absolute stereocbealstry. 



RN 159005-92-2 CAPLUS 

CN Carbamlc acid, [ (lS)-3-amino-l-[ [[ (1S,2R) -2-liydroxy-3-{ (3- 

methylbutyl) (phenylsulf onyl) aminol -1- (phenylnethyl) propyl] ami no] carbonyl] - 
3-oxopropyll-, phenylraethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


U ANSVER 18 OF 23 CAPUIS OOPTRIGBT 2005 ACS Of) STN (Continued) 



IT 159006-06- IP 

RL: RCT (Reactant) i SPN (Synthetic preparation) t PREP (Preparation) * RACT 
(Reactant or reagent) 

(inhibitors of illV-l protease containing novel and potent 
(R)-(hydro«yethyl) sulfonamide Isostere in relation to antiviral 
activity) 
RN 159006-06-1 CAPLUS 

CN Butanedianide, 2-anino-Nl-( (IS,2R) -2-hydro«y-3-t (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylaethyl) prolyl) - (2S) - (9CX) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


PATENT ASSIGNEE (S) : 
SOURCE: 

OCCUHENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUN. COUNT: 
PATENT INFORMATION: 


1995:340526 CAPLUS 
122:133B3B 

preparation of sucdnoylamino hydroxyethylaralno 
sulfamic acid derivatives as retroviral protease 
inhibitors 

Vazquez, Michael L.; Mueller, Richard A.) Talley, John 
J.J Getman, Daniel P.; De Crescenzo, Gary A, i Sun, 
Eric T. 

G.D. Searle and Co., USAr Monsanto Co. 

PCT Int. Appl. 

ODOENt PXXXD2 

Patent 

BngUsh 

1 


PATENT NO. 



KIND DATE 

APPLICATION NO. 


DATE 

tfO 

9410133 



Al 

19940511 

VO 1993-US10460 


19931029 


Vl AT, 

AU, 

BB, 

BG, 

BR, BY, CA, 

CH, CZ, DE, DK, ES, 

FI, 

GB, HU, JP 


KP, 

KR, 

KZ, 

LK, 

LU, LV, MG, 

MN, MV, NL, NO, NZ, 

PL, 

PT, RO, RU 


SD, 

SE, 

5K, 

UA, 

US, VN 





Rtf: AT, 

BE, 

ca. 

DE. 

DX, ES, FR, 

GB. GR, IE, IT, LU, 

HC, 

NL, PT, SE 


BF, 

BJ, 

CF, 

OG, 

CI, CM, GA, 

GN, ML, MR, NE, SN, 

TD, 

TG 

CA 

2141570 



AA 

19940511 

CA 1993-2141570 


19931029 

AU 

9455892 



Al 

19940524 

AU 1994-55892 


19931029 

EF 

666841 



Al 

19950816 

EP 1994-901230 


19931029 

EP 

666841 



81 

19970122 





R: AT, 

BE, 

CH, 

DE, 

DK, ES, FR, 

GB, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

AT 

148105 



E 

19970215 

AT 1994-901230 


19931029 

ES 

2097023 



T3 

19970316 

ES 1994-901230 


19931029 

US 

5602119 



A 

19970211 

US 1995-379573 


19950131 

PRIORITY APPLN. 

INFO.: 



US 1992-969683 


A 19921030 







VO 1993-US10460 


W 19931029 


OTHER SOURCE (S): 
GI 


NARPAT 122:133838 


M ANSVER 19 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
r34 


r33_x'^ (CH2)f 


r31 r32 


Y r2 


r4 


QH I ^He 


Me Me ?. £"2Ph ^ O Me _ 



Title conpds. [I; Rl - H, CH2-S02-NH2, CH2-C02Me, C02He, C0NH2. 
CH2-C0-NI«e, CMe2-SH, etc.; R2 - alkyl, aryl, cycloaDeyl, cycloallcylalkyl, 
N02, cyano, CF3, OH, SH, alkoxy, etc.; R3 - alkyl, haloaltcyl, alkenyl, 
alkynyl, hydroxyalkyl, alkoxyalkyl, cycloalkyl, etc.; R4, R5 - H, any 
group in the definition of R3; R6 - H, alkyl; R30,R31,R32 - H, alkyl, 
alkenyl, alkynyl, etc.; R33, R34 - H, any group in the definition of R3, 
or R33 and R34 together %nth X - cycloalkyl, aryl, heterocyclyl, 
heteroaryl provided that vhen X - 0, R34 - nilt X - N, O, CR17f R17 - H, 
alkyl; x • 1, 2; t - 0, 1, 2» Y, Yl - O, S, NR15i R15 - H, any group in 
the definition of R3] , effective as retroviral protease inhibitors, and in 
particular as inhibitors of HIV protease, are prepared Thus, 4-bMzyL 
2(R) ,3,3-triraathylsuccinate was condensed with the ((tert- 
butylaminosulfonyl) amino] propylamine derivative II (preparation given) in 

containing HOBt and 1- (3-diDethylaminopropyl) -3-ethylcarbodiimide 
hydrochloride to give the title confound III. Ill had an ICSO of '1.4 mM 
against retroviral protease in an in vitro study. The title corapds. were 
also compared with AZT in a CEM cell assay. 
16076S-S6-0P 160765-57-19 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation of, as retroviral protease inhibitor) 
160765-56-0 CAPLUS 

Butanediamide, N4-[ (IS, 2R) -3-t [ t (1, 1-dlmethylethyl) amino] sulfonyl] (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2,2, 3-trimethyl-. 
(3R)- (9CI> (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 160765-57-1 CAPLUS 

CN 4-Thia-3,5,9-triazatridecan-13-oic acid, 7-hydroxy-2,2,11.12,12> 

pentaaethyX-5-(2-niethylpropyl) -lO-oKO-6- (phenylnethyl)-, 4, l-dloitldii, 
t7R-(7R*,8S*.llR*)]- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 
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SOURCE: PCT Int. Appl., 153 pp. 
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PATENT NO. 
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9410134 
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VN 






Rtf: AT, 
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GB 

GR, IE, IT, LU, 
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Of, GA, 
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ML, MR, NE, SN, 

TO, 

TG 

CA 

2142997 



AA 


19940511 


CA 1993-2142997 


19931029 

AU 

9455470 



Al 


19940524 


AU 1994-55470 


19931029 

EP 

666842 



Al 


19950816 


EP 1994-900506 


199310:>9 

EP 

666842 



Bl 


19980624 






R: AT, 

BE, 

CH, 

DE, 

DX 

ES, FR, 

GB 

GR, IE, IT, LI, 

LU, 

NL, PT,- SE 

EP 

810208 



A2 


19971203 


EP 1997-113206 


19931029 

EP 

810208 



A3 


19981202 





EP 

B10208 



Bl 


20020102 






R; AT, 

BE, 

CH, 

DE, 

DK 

ES, FR. 

GB, GR, IT, LI, LU, 

NL. 

SE, PT. IE 

AT 

167669 



E 


19980715 


AT 1994-900506 


19931029 

ES 

2118364 



T3 


19980916 


ES 1994-900506 


19931029 

AT 

211462 



E 


20020115 


AT 1997-113206 


19931029 

PT 

810208 



T 


20020628 


PT 1997-113206 


19931029 

ES 

2170305 



T3 


20020801 


ES 1997-113206 


19931029 

US 

6156768 



A 


20001205 


US 1995-379545 


19950202 

us 

6444678 



Bl 


20020903 


US 2000-633063 


20000804 

us 

2003158236 


Al 


20030821 


US 2002-178956 


20020625 

PRIORITY APPLH. 

INFO.: 





US 1992-968730 


A 19921030 
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WO 1993-US10552 V 19931029 

US 1995-379545 A3 19950202 

US 2000-633063 Al 20000804 


C3THER SOURCE(S): MARPAT 122:106521 

GI 


rIOn' 



AB RR'N(CR7R8)tCEIRlC(:Y)NR6CHR2CH(OH)CH2NR3SOxNR4R5 IR - H, (cyclo) alkyl, 
(hetero) acyl, alkyl(oxy) cacbonyl, hetecocyclyl{OKy) carbonyl, etc.» R* - 
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groups cited for R3, R"S02» R" - groups cited for R3; NRR* - 
heterocyclyl, heteroaryli R1,R7,R8 - H. (halo)al)cyl, amino acid side 
chain, C0NH2, C02Me» etc.f R1R7 - atons to fom a cycloalkyl groupi R2 - 
(un) substituted (cyclo) alliyi* aryl (alleyl) i R3 - (cycle) alkyl, 
(hetero) aryl( alky 1) . aminoalkyl, etc.; R4,R5 H, groups cited for R3i 
NR4R5 - heterocyclyl, heteroaryl; R6 - H, alkyll Y - 0, S, NH, NR3f t - 
0-2; X - 1 or 21 were prepd. Thus, N-benzyloxycacbonyl-3 (S) -amino-l,2(S^- 
epo^cy-4-phenylbutane (prepn. given) was condensed with Me2CHCH2NH2 and the 
product anidated by ClS02NHCMe3 (prepn. given) to give, after 
deprotection, sulfanamide I (RIO » H) which was N-acylated by 
N-BOC-L-asparagine and the deprotected product N~acylated by 
quinoline-2-carboxylic acid to give I (RIO - quinollnoylasparaginyl group 
Q) . The latter had IC50 of 2nM against HIV-1 infection of COi cells in 
vitro. 

IT 1«0«77-10-IP 160677-11-2P 1.60S77-13-4P 
160677- 14-SP 160677- 15-6P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation)) BACT 
(Reactant or reagent) 

(preparation and reaction of, in preparation of retroviral protease 
inhibitor) 

RN 160677-10-1 CAPLUS 

CN Carbamic acid, l3-ainino-l-[[[2-hydroxy-3-[({4-niethyl-l- 
piperazinyl)sulfonyl] (2-methylpr^iyl) amino] -1- 

(phenyloetbyl) prc^l] amino] carbonyl) -3-o«qpropyl] -, 1, 1-dimethylethyl 
ester, (IS-JIR* (R*) »2S*1 1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 0 


RN 160677-11-2 CAPLUS 

CN 10-Thia-2,5,9.11-tetraazapentadecanoic add, 3- (2-amino-2-oxoethyl)-7- 
hydroxy-9- (2-methylpropyl) -4-oxo-6- (phenylmethyl) ~, 1, 1-dimethylethyl 
ester, 10,10-dioxide, {3S-(3R*,6R*,7S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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n-BUNH^ /° 



RN 160677-13-4 CAPLUS 

CN lO-Thia-2, 5,9, 11-tetraazatridecanoic acid, 3- (2-amino-2-oxoethyl) -7- 
hydroxy-12, 12-diBethyl-9- (2-rae thy Ip ropy 1) -4 -oxo-6- (phenylmethyl) -, 
1, 1-dimethylethyl ester, 10.10-dioxlde, I3S-(3R*,6R*.7S*)]- (9C1) (CA 
INDEX NAME) 

Absolute stereochemistry. 



160677-14-5 CAPLUS 

3-Thia-2,4,S, ll-tetraa2adodecan-12-oic acid, 10- (2-amino-2-oxoethyl)-6- 
hydcoxy-2-methyl-4- (3-methylbutyl) -9-OXO-7- (phenylmethyl) -, phenylmethyl 
aster, 3,3-dioxide, (6R- (6R*, 7S*. lOS*) 1- {9CI) (CA INDEX NAME) 


Absolute stecgocheraistry. 
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RN 160677-15-6 CAPLUS 

CW Butanediaiaide. 2-aiaino-Hl- (3- 1 1 (dimathylaaino) sulf onyl] (3- 

ii»thylbutyl)anino)-2-hydto»y-l-(ph«nylmethyl) propyl]-, (15-(1R* tR*),2S*J]- 
(9CI) (CA INDEX NAME) 


Absolute 9t«reochemiatry. 



IT 160676-90-4» 160ff7S-»l-5» UtO«1S'92'6» 
1S0S7S-93-7F lS0S7«-94-ep 160<77>l«-7» 
I60677-ie-9r 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) > SPN (Synthetic preparation) t BIOL (Biological 
study) I PREP (Preparation) 

(preparation of, as retroviral protease inhibitor) 
RN 160676-90-4 CAPLUS 

CN Butanediaodde, Nl-{3-( [ (4-BWthyl-l-piperazlnyl)3ulfonyl] (2- 
nethylpropyl) ami&o3 -2-hydrosy-l- (phenylmethyl) propyl] '•2- [ (2- 
quinoUnylcarbonyl) amino]-, (1S-[1R* (R*) ,25*]] - (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 



RN 160676-91-5 CAPLUS 

CM Butanediamide, Nl- [3-[ [ (butylamino) sulfonyl] (2-inethylpropyl) amino]-2- 
hyd^oxy-l- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] 
[1S-[1R* (R*),2S*]}- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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RN 160676-92-6 CAPLUS 

CN Butanediamide, NI- [3- [ [ ( (1. l*dimethylethyl) amino] sulf onyl} (2- 
aethylprppyl) amino] -2-hydroKy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (1S-[1R* (R*) ,25*]]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 


>^ ^NHBu-t 

Hp 0=5"^ 



RN 160676-93-7 CAPLUS 

CN Butanediamide, Nl- [2-hydroxy-3- { (2-methylpropyl) [ (phenylamino) sulf onyl] ami 
no] -1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] 
[1S-[1R*(R*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160676-94-8 CAPLUS 

CN Butanedianide, Nl- [3-[ ( (cyclohesylamlno) sulfonyl] (2-metfaylpropyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl] -2- [ (2-qulnolinylcarbonyl) amino] -, 
[1S-[1R* (R*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160677-16-7 CAPLUS 

CN Butanediamide, Nl- [3- [ t (dinethylainino) sulfonylj (3-methylbutyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] -, 
[1S-{1R*(R*),2S*]1- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



CHHe2 


RN 160577-18-9 CAPLUS 

CN Butanediamide, N4-[ (lS,2R)-3-[[[ (l,l-dimethylethyl)aiBlno] sulfonyl] (2- 
methylpropyl) amino] -2-hydroicy-l- (phenylmethyl) propyl] -2- [ (2- 
naphthalenylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSVER 21 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 1995:293723 CAPLUS 

DOCUMENT NUMBER: 122:81141 

TITLE: Preparation of heterocyclylarylsulfonamide inhibitors 

of HIV-aspartyl protease 
INVENTOR(S): Tung. Roger D.i Murcko, Mark A.t Bhlsetti, Govinda Rao 

PATENT ASSIGN£E(S): Vertex Pharmaceuticals Inc., USA 

SOURCE: PCT Int. Appl., 291 pp. 

CODEN; PIXX02 
DOCUMENT TYPE: Patent 
LANGUAGE: EngUsh 
FAMILY ACC. NUM. COUNT: 5 
PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 

APPLICATION NO. 


DATE 

VO 

9405639 



Al 


19940317 

VO 

1993-US8458 


19930907 


W: AT, 

AU, 

BB, 

BG, 

BR 

BY, CA, CH 

CZ, DE, DX, ES, 

FI. 

GB, BU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU 

LV, MG, MN 

m 

r, NL,.NO, NZ, 

PL, 

PT, RO, RU, 


SD, 

SE, 

SK, 

UA, 

US 

UZ, VN 






RW: AT, 

BE, 

CH, 

D£, 

OK 

ES, FR, GB 

GR, IE, IT, LU, 

MC, 

NL, PT, SE 


BF, 

BJ, 

CF, 

CG, 

CI 

CM, GA, GN 

ML, MR, NE, SN, 

TD, 

TG 

LT 

3302 



B 


19950626 

LT 

1993-917 


19930901 

IL 

106927 



Al 


20010111 

IL 

1993-106927 


19930906 

EP 

659181 



Al 


19950628 

EP 

1993-921428 


19930907 

EP 

659181 



Bl 


19990407 







BE. 

CH, 

DE, 

DK 

ES, FR, GB 

GR, IE, IT, LI, 

LU, 

MC, NL, PT 

JP 

08501299 



T2 


19960213 

JP 

1994-507525 


19930907 

HU 

71892 



A2 


19960228 

HU 1995-685 


19930907 

AU 

691160 



B2 


19980514 

AU 1993-48520 


19930907 

AU 

9348520 



Al 


19940329 





EP 

8S5887 



A2 


19981223 

EP 

1998-113921 


19930907 

EP 

8S5B87 



A3 


19990203 





EP 

885887 



Bl 


20030528 






R: AT, 

BE, 

CB, 

DE, 

OX, 

ES, FR, GB 

GI 

I, IT, LI, LU, 

NL. 

SE, HC, PT 

AT 

178598 



E 


19990415 

AT 

1993-921428 


19930907 

ES 

2131589 



T3 


19990801 

ES 

1993-921428 


19930907 

RU 

2135496 



CI 


19990827 

RU 

1995-109928 


19930907 

SK 

281360 



B6 


20010212 

SK 

1995-293 


19930907 

C2 

289475 



B6 


20020116 

CZ 

1995-587 


19930907 

CA 

2143208 



C 


20030107 

CA 

1993-2143208 


19930907 

AT 

241602 



E 


20030615 

AT 

1998-113921 


19930907 

PL 

185635 



Bl 


20030630 

PL 

1993-307858 


19930907 

RO 

118747 



Bl 


20031030 

RO 

1995-479 


19930907 

PT 

B85887 



T 


20031031 

PT 

1998-113921 


19930907 

ES 

2200243 



T3 


20040301 

ES 

1998^113921 


19930907 

CN 

1087347 



A 


19940601 

CN 

1993-117370 


19930908 

CN 

1061339 



B 


20010131 





ZA 

9306470 



A 


19940620 

ZA 

1993-8470 


19931112 

US 

5585397 



A 


19961217 

US 

1993-142327 


19931124 

FI 

9501059 



A 


19950418 

FI 

1995-1059 


19950307 

NO 

9500876 



A 


19950508 

NO 

1995-876 


19950307 

NO 

303444 



Bl 


19980713 





HX 

1012631 



Al 


20000623 

HX 

1998-113971 


19981217 

HE 

1023561 



Al 


20040716 

HK 

2000-100689 


19981217 

PRIORITY APPLN. 

INFO.: 




US 

1992-941982 


A2 19920908 








EP 

1993-921428 


A3 19930907 








VO 

1993-US8458 


V 19930907 


SE 


OTHER SOURCE (S): HARPAT 122:81141 

GI 


L4 ANSWER 21 OF 23 CKPLUS COPYRIGBr 2005 ACS on STN 


O02CMt3 



KB Title conpds. ArB)KNHCH(D)CH(0H)CH2N(D' )S02E (A - H. Hat, Rl-Het, 

(substituted) Rl-Cl-6 alkyl, (substituted) R1-C2-6 alkenyl wherein Rl - CO, 
S02, CXX:o, 02c, etc., Het - C5-7 cycloalkyl, C5-7 cycloalkenyl, C6-10 
aryl, (substituted) S~7-raeiiibered heterocyclylf R2 - B, (Ar)-Cl-3 alkyl> B 
• NR2CR3CO, null wherein R3 - H, (substituted) Het or Cl-6 alkyl or C2-6 
alkenyl or C3-6 cycloalkyl or CS-6 cycloalkenylt x > 0,lt 0, D' - Ar, 
(substituted) Cl-4 alkyl wherein Ar - Ph, (substituted) 3-6-menbered 
carbocyclyl or 5-6-neiiibered heterocyclyl; E - Het-O, Het-Het, 
(substituted) Cl-6 alkyl or C2-6 alkenyl, C3-6 carbocyclyl) useful also 
against viral infection of HIV-2, HIV-2, or HTLV, are prepared 
4,3-(AcNH)FC6H3S02Cl and syn-I (A - quinoUn-2-ylcarbonyl, D' - He2CHCH2) 
(preparation given) in CH2C12 was treated with F3CC02H followed by NaHC03 

and 

4-FC6H4S02C1 to give the title compound II which inhibited HIV-1 protease 
with ZC50 of <0.1 nN. 
IT 160230-05-7P 1«0330-06-S» I60230-07-9P 
1«0230-08>OP 160230-0»>1» IM230-10-4P 
160230-11-5P 160230-12-6P 160230-13-'}p 
160230-14-eP 160230-15-9P 160230-lS-OP 
160230-17-lP 160230-18-2P 160230-1»>3P 
160230-20-6P 160230-21-7P 160230-22-eP 
1S0230-23-9P 160230-24-OP 160230-2B-1P 
U0230-50-2P 1S023I-S3-6P 160231-M-9P 
160333-42-6P 160333*43«7P 160303-44-8? 
160333-45-9P 

RL: SPN (Synthetic preparation) I PRKP (Preparation) 
(preparation of as HIV-1 protease inhibitor) 

FN 160230-05-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-l- {phenylmethyl) -3- 
[ (phenylmethyl) (phenylsulfonyl) amino] propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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^^^^ 



RN l«>230-06-8 

CN Butanediamide, Nl- [ (IS, 2R) -3- [ ( [3- Ucatylanino) -4- 

f luorophenyl] sulf onyl] (phenylaethyl) afflino] -2-hydroxy-l- 
(phenylmethyl)pr<wl] -2- [ (2-quinolin/lcarbonyl) amino] (25) - 
INDEX NAME) 

Absolute stereochemistry. 



RN 160230-07-9 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -3-[ [ (3,5-diraethyl-4- 

IsoBazolyl) sulf onyl] (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) - 
2-[(2-qulnoUnylcarbonyl) amino]-, (2S)- (9CZ) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-08-0 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-l- (phenylmethyl) -3- [ (phenylmethyl) C [3- 
(trif luoromethyl) phenyl] sulf onyl] amino] propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-09-1 CAPLUS 

CN Butanediamide. Nl-[ (IS, 2R) -3-( [ (2- (acetylamino) -4-methyl-5- 

thiazolyl] sulf onyl] (phenylaethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] - 
2-[(2-quinolinylcarbonyl)amino]-, (2S)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-10-4 CAPLUS 

CN Butanediamide, Nl-( (1S,2R) -2-hydroHy-3-ttt5- (3-i8oxazolyl) -2- 

thienyl] sulf onyl] (phenylmethyl) amino] -1- (phenylmethyl) prc^l] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-11-5 CAPLUS 

CN Benzoic acid, 3- [ [( (2R,3S)-3-[{ (2S) -4-amino-l, 4-dioxo-2-( (2- 
quinolinylcarbonyl) amino] butyl} amino] -2-hydroKy-4 - 
phenylbutyl] (phenylmethyl) amino] sulf onyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-12-6 CAPLUS 

CN Butanediamide, Nl-{ (IS, 2R) -2-hydrojfy-3- [ (raethylsulfonyl) (phenylmethyl) amin 
o] -1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] -, (2S) - (9C1 ) 
(CA INDEX NAME) 

Absolute Stereochemistry. 



RN 160230-13-7 CAPLUS 

CN Butanediamide, Hl-[ (1S,2R) -3- [ (2, l,3-benzoxadiazol-4- 
ylsulf onyl) (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcadDonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-14-8 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -3- [{ (3- (aminosulf onyl) phenyl] sulf onyl] (phenylme 
thyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- ( (2- 
quinolinylcarbonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-15-9 CAPUIS 

CN Butanedianlde. Nl- [ (IS, 2R) -3- [ [ (dimethylanino) aulf onyl] (phenylmethyl) aaino 
3 -2-hydro«y-l- (phenylne thy 1) propyl] -2-( (2-quinolJ.nylcarbonyl) amino] 
(25) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


BN 160230-18-2 CAPUIS 

CH Butanedi amide, Nl-{ (lS,2R)-3-tt (4-fluorophenyl) sulfonyl] (2- 
nethylpropyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2- ( (2- 
quinoUnylcarbonyl) amino] (2S)- (9Cl) (CA INDEX NAHB) 

Absolute stereochemistry. 



NH2 


160230-16-0 CAPLUS 

Butanediamide, Nl-( (1S,2R) -2-hydroxy-3-[ (2-methylpropyl) [ [S- (2-pyridinyl) - 
2-thienyl] sulfonylj amino] -1- (phenylmethyl) prc^l] -2- 1 (2- 
quinolioylcarbonyl) amino]-, (25)- (9CZ) (CA INDEX NAME) 



Absolute stereochemistry. 


RN 160230-19--3 CAPLUS 

CN Butanedianlde, Nl- ( (IS, 2R) -3-[ [ [4- (acetylamino) -3-fluocophenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydro)iy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CZ) (CA INDEX NAME) 

Absolute stereochemiatry. 



RN 160230-17-1 CAPLUS 

CN Butanediamide, Nl-[ (lS,2R)-2-hydroxy-3-[ (2-methylpropyl) [ [4- 

(phenylsulf onyl) -2-thienyl] sulfonyl] amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



.urn 

OH i-Bu 


160230-20-6 CAPLUS 

Butanediamide, Nl-( (1S,2R) -3-[ [ [3- (acetylamino) -4-f luorophenyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-{ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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O 

O |^^^NH2 OH i-Bu f^^^^^^^^^f^^ 

O =\ o o 



RN 160230-21-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3-[ [ [4- (acetylamino) phenyl] sulfonyl) (2- 
methylpropyl) amino] -2-hydroicy-l- (phenylmethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 160230-24-0 CAPLUS 

CM Butanediamide, Nl-[ (IS, 2R) -3-[ (2, 1, 3-benzoxadiazol-4-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
qulnollnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-22-8 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3-1 t [2- (acetylamino) -4 -me thy 1-5- 
thlazolyl] sulfonyl] (2-Bethylpropyl) amino] -2-hydroiiy-l- 
(phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] -, (2S) - (9C1) 
INDEX NAME) 

Absolute stereochemistry. 



RN 160230-23-9 CAPLUS 

CN Butanediamide. Nl- [ (IS, 2R) -3- [ [ (3- (acetylamino) phenyl] sulfonyl] (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-{ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160230-25-1 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- 1 [ (diraethylamino) sulfonyl] (2- 
methylpropyl) amino] -2-hydro>iy-l- (phenylmethyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino]-, (2S}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH2 


160230-50-2 CAPLUS 

Butanediamide, N- ( (IS, 2R) -3- (( (4- (acetylamino) phenyl] sulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl]- (9CI) (CA INDEX 
NAME) 


Absolute stereochemistry. 
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RN 160231-93-6 C3a>LUS 

CN ButanBdianido, Nl-( (lS,2S)-2-hydroxy-3-[ [ [5-(3-isoKa2olyl) -2- 

thienyl] sulf onyl] (2-Bethylpropyl) amino] -1- (phenyliMthyl) propyl] -2- ( (2- 
qulnoUnylcarbonyDanino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochcodstcy. 
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O 

j^^riH2 JH i-Bu I^^Y^"™ 
H II j //^ 


RM 160333-43-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2S) -3- [ (2, 1, 3-ben20Kadiarol-4-ylsulfonyl) (2- 
nethylpropyl) amino] -2-hydreiiy-l- (phenylmethyl) propyl] -2-[ (2- 
qui noUnylca ebony 1) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolu te 9 te r e ochemi s t ry . ' 



RN 160231-96-9 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -3-( [(4-(acetylamino^-3- 
f^uorophenyll3u^fonyl] (phenylmethyl) amino] -2-hydtOHy-l- 
(phenylmethyl) propyl] -2- [(2-quinolinylcarbonyl} amino]-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 160333-42-6 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2S) -3- [ [ [4- (acetylanino) -3-f luorophenyl] sulf onyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenyljmthyl) prolyl} -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160333-44-a CAPLUS 

CN Butanediamide, Nl-[(lS,2S)-3-[[(4-(acetylamino)phenyl]sulfonyl} (2- 
methylprc^l) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino] (2S)- (9Cr) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-45-9 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2S) -3- ([ [3- (ace tylami no) -4 -f luorophenyl] sulf onyl] (2- 
methylpropyl) amino] -2-hydrojcy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AOCESSICN NUHBER: 
DOCUMENT NUHBER: 
TITLE: 

INVENTOR (5) : 


PATENT ASSI6NEE(S) : 
SOURCE: 

DOCUHEHT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


1994:701324 CAPLUS 
121:301324 

Preparation of hydroKyethylamino sulfonamides useful 
as retroviral protease inhibitors 

Vazquez, Michael L. ; Mueller, Richard A. i Talley, John 
J.f Getman, Danieli Decrescenzo, Gary A.» Freskos, 

John N. 

G.D. Searle and Co., USAi Monsanto Co. 

per Int. Appl., 198 pp. 

CODEN; PIXXD2 

Patent 

English 


PATENT NO. 



KIND 

DATE 

APPLICATION NO. 


DATE 

WO 

9404492 



Al 


19940303 

WO 

1993-U57814 


19930824 


W: AT, 

AU, 

BB, 

BG, 

BR 

BY, CA, CH 

CZ, DE, DK, ES, 

FI, 

GB, HU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU 

MG, MN, HV 

NL, NO, N2, PL, 

PT, 

RO, RU, SO, 


SE, 

SK, 

UA, 

US, 

VN 







RW: AT, 

BE, 

CH, 

DB, 

DK 

ES, FR, GB 

GR, IE, IT, LU, 

MC, 

NL, PT, SE, 


BF, 

BJ, 

CF, 

CG, 

CI 

CM, GA, GN 

ML, MR, NE, SN, 

TD, 

TG 

EP 

656B87 



Al 


19950614 

EP 

1993-923714 


19930824 

EP 

656887 



Bl 


19981028 







BE, 

CH, 

DE, 

DK 

ES, FR, GB 

GR, IE, IT, LI, 

LU, 

NL, PT, SE 

JP 

08501288 



T2 


19960213 

JP 

1994-506530 


19930824 

JP 

3657002 



B2 


20050608 





AU 

680635 



B2 


19970807 

AU 

1994-53474 


19930824 

AU 

9453474 



Al 


19940315 





EP 

810209 



A2 


19971203 

EP 

1997-113434 


19930824 

EP 

810209 



A3 


19981202 





EP 

810209 



Bl 


20020605 






R: AT, 

BE, 

CH, 

OE, 

DK 

ES, FR, GB 

GR, IT, LI, LU, 

NL, 

SE, PT, IE 

AT 

172717 



E 


19981115 

AT 

1993-923714 


19930824 

ES 

2123065 



T3 


19990101 

ES 

1993-923714 


19930824 

RU 

2173680 



C2 


20010920 

RU 

1995-106624 


19930824 

AT 

218541 



E 


20020615 

AT 

1997-113434 


19930824 

PT 

810209 



T 


20020930 

PT 

1997-113434 


19930824 

ES 

2177868 



T3 


20021216 

ES 

1997-113434 


19930824 

US 

6060476 



A 


20000509 

US 

1994-204827 


19940302 

US 

5968942 



A 


19991019 

US 

1994-294468 


19940823 

NO 

9500533 



A 


19950213 

NO 

1995-533 


19950213 

FI 

9500650 



A 


19950214 

FI 

1995-650 


19950214 

FI 

112471 



Bl 


20031215 





US 

6455581 



Bl 


20020924 

US 

1995-451090 


19950525 

US 

6046190 



A 


20000404 

US 

1996-586866 


19960124 

NO 

9803099 



A 


19950213 

NO 

1998-3099 


19980703 

NO 

307047 



Bl 


20000131 





US 

6248775 



Bl 


20010619 

US 

1999-288080 


19990408 

US 

6500832 



Bl 


20021231 

US 

2000-525161 


20000314 

US 

2002052399 


Al 


20020502 

US 

2001-798255 


20010305 

US 

6417387 



B2 


20020709 





FI 

2001002317 


A 


20011127 

FI 

2001-2317 


20011127 

US 

2003191319 


Al 


20031009 

US 

2002-157019 


20020530 

US 

6646010 



B2 


20031111 





US 

2004044047 


Al 


20040304 

US 

2002-199481 


20020722 

US 

6846954 



B2 


20050125 





US 

6924286 



Bl 


20050802 

US 

2003-633376 


20030804 

us 

2004229922 


Al 


20041118 

US 

2004-812343 


20040330 
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OTHER SOURCECS): 


kPLUS OOPYRIGHT 200 S ACS on STN 

US 1992-934984 

E? 1993-923714 

US 1993*110911 

VD 1993-US7814 

US 1994-204B27 

US 1994-204B72 

US 1994-294468 

TO 1994-US9139 

US 1995-451090 

US 1999-288080 

US 2001-798255 

US 2002-157019 

US 2002-199481 

KARPAT 121:301324 


(Continued) 

A2 19920825 
A3 19930824 
A2 19930824 

V 19930824 
A2 19940302 
B2 19940302 
Al 19940823 

V 19940823 
A3 19950525 
Al 19990408 
Al 20010305 
Al 20020530 
A3 20020722 


Y r2 


.S02R* 



AB Title conpd3« [I and III R - H, alkoxycarbonyl, acalkoxycarbonyl, 
alkylcarbonyl, cycloalkylcacbonyl, heterocyclylcacbonyl, 
heteroacyloxyalkyl, hydroxyaXIcyl, aryl, alkyl, alkenyl, alkynyl, 
substituted aiBinocarbonyl, etc.j R' - H, R3, R"S02» RR'N - heterocyclyl, 
heteroaryl} Rl - H, CH2S02NH2, CH2C02Me, C02He, C0NH2, CMe2SH, alkyl, 
haloalkyl, alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.i 
Rl*, Rl" - H, Rli 1 of Rl*, Rl" together with Rl form a cycloalkyl 
radical; R2 - (substituted) alkyl, acyl, cycloalkyl, cycloalkylalkyl, 
aralkyl> R3 - H, alkyl, haloalkyl, alkenyl, alkynyl, hydroxyalkyl. 
alkoxyalkyl, cycloalkyl, heterocycloalkyl, heteroaryl, aryl, aralkyl, 
heteroaralkyl, (substituted) aminoalkyl, etc.; R4 - R3, except H; R6 - H, 
alkyl; x - 0-2t t - 0, 1; Y « O, S, imino] , vera prepared Thus, title 
coiqxjund (III, solution phase preparation given) inhibited HIV protease 

with XCSO - 
16 nM. 

IT ].5»00S-e»-7P lS»005-»0-0» 1S9OOS-01-1P 
159005-»2-2r 15900S-95-SP lS»00ff-21>0P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) i SPN (Synthetic preparation) i BIOL (Biological 


L4 ANSVER 22 07 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
study); PREP (Preparation) 

(prepn. of, as HIV protease inhibitor) 
RN 159005-89-7 CAPtUS 

CN Butanediaaide, Nl- [ (IS, 2R) -2-hydroxy-3-{ (3-Bethylbutyl) (mathylsulfonyl) aai 
no)-l-(phenyli3ethyl)propyl]-2-[ (2-q[Uinolinylcarbonyl)aaino]-, (25)- (9CI) 
(CA INOSC NAME) 

Absolute steraochemiatry. 



RN 159005-90-0 CAPLUS 

ON 2-Thia-3,7,10-triazaundecan-ll-oic acid, 9- (2-amino-2-oxoethyl)-5-hydc«iy- 
3- (3-methylbutyl) -8-0x0-6- (phenylaiethyl) -, phenyljaethyl ester, 
2,2-dioxide, (SR,6S,9S)- (9CI) (CA INOQC NAME) 

Absolute stereocheadstey. 


Me2CH 



RN 159005-91-1 CAPLUS 

CN" Butanediaaide, Nl-[ (1S,2R) -2-hydroxy-3-[ (3-nethylbutyl) (phenylsulf onyl) ami 
noj -1- (phenylmethyl) propyl] -2- ( (2-quinolinylcarbonyl) amino] -, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-92-2 CAPLUS 

CN Carbamic acid, [ (IS) -3-amino-l-tt[ <lS,2R)-2-hydroxy-3-[ (3- 

nethylbutyl) (phenylsulf onyl) amino) -1- (phenylmethyl) prc^l] amino] cacbonyl] 
3-oxopropyl)-, phenylmethyl ester (9CI) (CA INIUX NAME) 

Absolute stereochemistry. 



RN 159005-95-5 CAPLUS 

CN Butanedi amide, Nl- [ (IS, 2R) -2-hydroxy-3-{ (3>methylbutyl) (phenylsulf onyl) ami 
no] -1- (phenylmethyl) propyl] -N4-nethyl-2- [ (2-quinolinylcarbonyl) amino] 
(2S)> (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-21-0 CAPLUS 

CN Carbamic acid, ((lS)-3-«fflino-l-[(( (15,2R)-2-hydroxy-l- (phenylmethyl) -3* 
[ (phenylsulf onyl) propylamino] propyl] amino] carbonyl] -3-oxopropyl] 
phenylmethyl ester (9CI) (CA INDEX NAME) 


L4 ANSWER 22 OF 23 CAPLUS OOPYRIGHT 2005 ACS On STN (Continued) 
Absolute stereochemistry. 



IT 159006-49-2P 

RL: SPN (Synthetic preparation) J PREP (Preparation) 

(preparation of, as HIV protease inhibitor intermediate) 
RN 159006-49-2 CAPLUS 

CN Butanedi amide, 2-amino-Nl- [2-hydroxy-3- I (3-methylbutyl) (phenylsulf onyl) ami . 
no] -1- (phenylmethyl) propyl] -N4-methyl-. aonohydrochloride, 
[1S-[1RMR*)*2S*)]- (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 



• hci 

it 1s9005-9o-0p is9005-92-2? 1s9006-05-0p 

1S900S-06-1P 15900«-22-lP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for HIV protease inhibitor) 
RN 1S9005-90-0 CAPLUS 

CN 2-Thia-3,7,10-triazBundecan-ll-olc acid, 9-(2-amino-2-oxo«thyl) -S-hydroxy- 
3- (3-methylbutyl) -8-oi(o-6- (phenylmethyl) phenylmethyl ester, 
2,2-dioxlds, (5R, 65,93} - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


1.4 ANSWER 22 07 23 CAPLUS OOPYRIGBT 2005 ACS on STN (Continued) 



RN 159005-92-2 CAPLUS 

CN Carbamic acid, [ (IS) -3-aiaino-l-[ [ { (IS, 2R) -2-hydroay-3-( (3- 

oethylbutyl) (phenylsulf onyl) amino] -1- (phenylnethyl) propyl] amino] carbonyl] - 
3-axc^ropyl]-. phanylocthyl ester (9CI) (OA INDEX HAHE) 

Absolute stereocheiaistry. 



RN 159006-05-0 CAPLUS 

CN Butanedlaaide, 2-aaino-Nl-[ (lS,2R}-2-hydroxy-^-[(3- 
methylfautyl) (Bethyl9ulfonyl)aaino]-l-(phenylBethyl)propyil-» (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereocheaistry. 



0 


RN 159006-06-1 CAPLUS 
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CN Butanedianido, 2-aiaino-Nl- [ (IS, 2R) -2-hydroxy-3- [ (3- 

eetbylbutyl) (phenylsulf onyl) aBino)-l-(phenyliaethyl) propyl]-, (2S)- (9CI) 

(CA INDEX NAME) 

Absolut* stereochealstry. 



RN 159006-22-1 CAPLUS 

CN Carbanic acid, [ (IS) -l-I ( [ (lS,2R)-2-bydco»y-3-[ (3- 

ae thylbutyl) (phenylsulf onyl) aaino] -1- (phenylnethyl) propyl] amino] carbonyl] - 
3- (methylamino) -3-oxopropyl] 1. l-dimetfayl«thyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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1994:579258 CAPLUS 
121 J 179258 

N- (alkanoylamino~2-hydroxypropyl) sulfonamides useful 
as HIV protease Inhibitors 

Vazquez, Michael L.j Mueller, Richard A.f Talley, John 
0,1 Getraan, Daniel> Oecrescenzo, Gary A.i Freskos, 

John N. 

G.D. Searle and Co.. USAi Monsanto Co. 
PCT Int. Appl., 103 pp. 
CODEN: PIXXD2 
Patent 
BngUsh 
2 


ACCESSION NUMBER: 
DOCUME 
TITLE: 

INVENTOR (S) 


PATENT ASSIGNEE (S) 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT; 
PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 

APPLICATION NO. 


DATE 

VO 

9404491 



Al 


19940303 

HO 1993-US7815 


19930825 


tf: AT, 

AU, 

ea. 

BG, 

BR, 

BY, CA, 

CH, CZ, DE, OK. ES, 

FI 

GB, HU, JP, 


KP, 

KR, 

RZ, 

LX, 

LU. 

MG, MN, 

MV, NL, NO, NZ. PL, 

PT 

RO, RU, SD, 


SE, 

SK, 

UA, 

US, 

VN 






Rtf: AT, 

BE, 

CH, 

OE, 

DK, 

ES, FR, 

GB, GR, IB, IT, LU, 

MC 

NL, PT, SB, 


BF, 

BJ, 

CF, 

CG, 

CI, 

CM, GA, 

GN, ML, MR, NB, SN, 

TO 

TG 

EP 

6568 8 6 



Al 


19950614 

EP 1993-920213 


19930824 

EP 

656886 



Bl 


19970625 






BE, 

CH, 

DB, 

DK 

ES, FR, 

GB, GR, IE, IT, LI, 

LU 

NL, PT, SB 

JP 

OB500824 



T2 


19960130 

JP 1993-506531 


19930824 

AT 

154800 



E 


19970715 

AT 1993-920213 


19930824 

ES 

2103488 



T3 


19970916 

ES 1993-920213 


19930824 

AU 

674702 



B2 


19970109 

AU 1993-50819 


19930825 

AU 

9350819 



Al 


19940315 




RU 

2130016 



CI 


19990510 

RU 1995-106823 


19930825 

NO 

9500670 



A 


19950222 

NO 1995-670 


19950222 

FI 

9500841 



A 


19950223 

FI 1995-841 


19950223 

PRIORITY APPLN. 

INFO.; 




US 1992-935490 


A2 19920625 








WO 1993-0S7815 


W 19930825 


OTHER SOURCE(S): 
61 


MARPAT 121:179258 



The title compds. R33 (R34)X1C( :Y1) (CH2) tC(R31) (R32)C (R30) (R1)C (: Y)N (R6) C(R 
2)HC(OH)HCH2N(R3)S(0)KR4 (Rl - H, CH2S02NH2, C02M0, CONHMe, C0NMe2, etc.» 
R2 - alkyl, aryl, cycloallcyl, (un) substituted cycloalkylaikyl and 
acyialkyli R3 - H, allcyi, haloalkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl, etc.» R4 - alkyl, haloalkyl alkenyl, alkynyl, 
hydrOHyalkyl, alkoayalkyl. eycloalkyl etc.? R6 - H, alkyl* R30-R32 - Kli 
R1R30R31 - eycloalkyl: R1R30R32C - cycloalkyli R33, R34 - H, R3i R33R34X1 


L4 ANSWER 23 OF 23 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

- eycloalkyl, aryl, hetarocyclyl, etc. i XI - O, N, CR17» R17 - H, alkyl: 
Y, Yl - O, S, NR15I R15 - H, R3» t - 0, li ir - 0-2], useful as HIV 
protease inhibitors for the treatment of AIDS, are prepd. Thus, 
sulfonamide I vas prepd. and demonstrated IC50 against HIV protease of 1 
nmol. 

IT 187446-05-4 157446-06-5 157446*07-6 
157446-0S-7 157446-09-6 157474-44-7 

RL: RCT (Reactant) : RACT (Reactant Or reagent) 
(HIV protease inhibitor) 
RN 157446-05-4 CAPLUS 

CN Butanedianide, N4- [ (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulfonyl) (3- 
methylbutyl)amlno]-l-(phenylmethyl)propyl}-2,2,3-trimethyl-, (3R)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 1574 46-06-5 CAPLUS 

CN Butanoic acid, 4- [ [2-hydrojfy-3- [[ (4-methoxyphBnyl) sulfonyl] (3- 

raethylbutyl) amino] -1- (phenylraethyl) propyl] amino] -2, 2, 3-triDethyl-4-i 
phenylmethyl ester, [1S-[1R* (S*) ,2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-07-6 CAPLUS 

CN Butanediamide, N4-[ (lS,2R)-3-[{ (4-fluorophenyl)sulfonyl] (3- 

nethylbutyl) amino] -2-hydroity-l- (phenylmethyl) propyl] -2, 2, S-trinethyl-, 
(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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■ RN 157446-08-7 CAPLUS 
CN Butanoic add, 4-[ [3- [ [ (4-fluocophenyl) milf onyl] (3-sMthjrlbutyl) aolno] -2- 
bydroxy-l- (phenylmethyl) propyl] amino] -2, 2, 3-triiMthyl-4-o>o-, phenylmethyl 
estar, {1S-[1R*(S*),2S*])- (9CI) (CA INDEX NAME) 

Absoluta stareochamistry. 



RN 157446-09-8 CAPLUS 

CN Butanoic acid, 4- [ (3-[ [ <4-fliiorophenyl) sulfonyl] (3-nethylbutyi) amino] -2- 
hydrosy-1- <phenylfflathyl) propyl] amino] -2, 2, 3-trii)iethyl-4-oxo-, 
[1S-[1R*(S*),2S*]]- <9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ha 


RN 157474-44-7 CAPLUS 

CN Butanoic acid, 4-[ [2-hydrosy-3-[[ (4-Bethosyphanyl)9ulfonyl} (3- 

raethylbutyl) amino] -1- (phenylmethyl) propyl] amino] -2,2, 3-trimathyl-4-oso-, 
[1S-[1RM5*},2S*]]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ne 


IT 157445-96-OP 157445-97-lP i57445-98-2P 

157445- 99-37 157446-00-97 15744S-02-IP 

157446- 03-27 157446-04-37 

BL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study)! PREP (Preparation)! USES (Uses) 
(preparation of, as HZV protease inhibitor) 
BN 157445-96-0 CAPLUS 

CN Butanediamide, N4- [ (IS, 2R) -2-hydrosy-3- ( (3-metfaylbutyl) (phanylsulfonyl) ami 
no] -1- (phenylmethyl) propylj -2, 2. 3-trimethyl-, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



He Me 


RN 157445-97-1 CAPLUS 

CM Butanoic acid, 4- ( {2- hydroxy- 3- [ (3-methylbutyl) (phenylsulConyl) amino) -l- 
(phenylmethyl) propyl) amino] -2,2, 3-trimethyl-4-oso-, phenylmethyl ester, 
{1S-11R*(S*),2S*J1- (9CI) (CA INDBC NAME) 

Absolute stereochemistry. 


M ANSVER 23 OP 23 CAPLUS COPYRIGHT 2005 ACS on STN (ConUnued) 



m 157445-98-2 CAPLUS 

CN Butanoic acid, 4- {[ (IS, 2R) -2-hydroxy-3-[ (3-mBthylbutyl) (phanylsulfonyl) ami 
no) -1- (phenylmethyl) propyl] amino) -2,2, 3-trimethyl-4-o«o-, (3R)- (9CI) (CA 
INDEX NAHE) 

Absolute stereochemistry. 


Ph' 



He He 


RN 157445-99-3 CAPLUS 

CN Butanoic add, 4-[ [2-hydroxy-3-[ (2-methylpropyl) (phenylsulfonyl) amino)-l- 
(phenylmethyl)pcopyl] amino] -2, 2, 3-trlfflethyl-4-axo-, phenylmethyl ester, 
[1S-(1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O^Ph 


RN 157446-00-9 CAPLUS 
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CN Butanoic acid, 4- ( [2-hydroxy-3-[ (2-methylpropyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl)propyl]amino]-2,2,3-trimethyl-4-oxo-, [1S-[1R* (S*) ,2S*]]- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-02-1 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroxy-3-I [ (4-methoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] amino) -2, 2, 3-triroethyl-4-oxo-, 
phenylmethyl ester, [1S-[1R* (S*) ,2S*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 


RN 1S7446-03-2 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroxy-3-C ( (4-metho>cyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] amino] -2,2,3-trimethyl-4-oxo-, 
[1S-(1R*(S*),2SM]- <9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 


RN 157446-04-3 CAPLUS 

CN Butanediaraide, N4-{ (1S,2R) •2-)iydroay-3- ( [ (4 -methosyphenyl) sulfonyl] (2- 

methylpropyl) amino}-!- (phenylmethyl) propyl] -2,2,3-trimethyl-, (3R) - (9CI) 
(CA INDEX NAHE) 



